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QUESTIONABLE  SALES  PRACTICES  IN  THE 
DRUG  INDUSTRY 


WEDNESDAY,  OCTOBER  12,  1994 

House  of  Representatives, 
Subcommittee  on  Regulation,  Business 

Opportunities,  and  Technology, 

Committee  on  Small  Business, 

Washington,  DC. 

The  subcommittee  met,  pursuant  to  notice,  at  9:30  a.m.,  in  room 
2359-A,  Rayburn  House  Office  Building,  Hon.  Ron  Wyden  (chair- 
man of  the  subcommittee)  presiding. 

Chairman  Wyden.  Today  the  Subcommittee  on  Regulation,  Busi- 
ness Opportunities  and  Technology  opens  the  first  in  a  series  of 
hearings  on  emerging  marketing  and  promotional  activities  by  the 
pharmaceutical  industry. 

Our  focus  will  be  on  various  financial  inducements  which  may  be 
offered  by  drug  companies  or  their  distribution  partners  to  encour- 
age doctors,  clinics  and  hospitals  to  prescribe  specific  drugs,  wheth- 
er or  not  the  patient's  best  interest  is  served. 

I  am  concerned  that  too  often,  aggressive  drug  marketing  as  well 
as  the  profit  motive,  warp  sound  medical  decisionmaking.  These 
marketing  practices,  which  have  recently  come  under  the  scrutiny 
of  several  Federal  agencies  investigating  fraud  and  abuse  of  pro- 
motional activity  in  the  health  care  field,  pose  a  number  of  fun- 
damental risks. 

First,  practices  which  place  profits  first,  may  ultimately  jeopard- 
ize patient  safety  by  unnecessarily  exposing  persons  to  potent 
drugs  or  by  denying  patients  more  appropriate  alternative  care. 

Second,  these  practices  may  encourage  overutilization  of  the 
health  care  delivery  system,  specifically  by  encouraging  patients  to 
take  drugs  that  will  have  virtually  no  useful  effect. 

Third,  these  practices  may  be  promoting  unnecessary  sales  of 
some  very  expensive  drugs  with  the  Federal  taxpayer,  through 
Government  health  care  programs,  picking  up  the  hon's  share  of 
the  cost.  Total  U.S.  health  care  expenses  now  approach  $1  trillion 
per  year  and  prescription  drugs  alone  reach  $60  billion  annually. 

In  my  opinion,  taxpayers  and  consumers  deserve  to  be  freed  from 
exploitive  drug  industry  practices  which  jack  up  their  bills.  Drug 
industry  marketers  have  an  obvious  economic  interest  in  expanding 
the  use  of  an  expensive  drug  beyond  the  conditional  use  approved 
by  the  Food  and  Drug  Administration. 

One  instance  in  particular  has  come  to  the  subcommittee's  atten- 
tion. That  case  involves  the  promotion  of  human  growth  hormone 
drugs;   agents  used  to  treat  youngsters   who   are   not  producing 
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growth  hormone  on  their  own  and  who  are  likely  to  be  very  short 
as  a  result. 

These  synthetic  hormones  are  a  major  health  and  safety  advance 
over  the  hormones  harvested  from  cadavers  that  were  once  used  to 
treat  these  children.  However,  they  are  also  quite  expensive,  cost- 
ing in  the  range  of  $20,000  to  $30,000  per  year  over  a  period  of 
years  for  some  youngsters  who  receive  the  therapy. 

Our  concerns  were  raised  when  whistle  blowers,  who  worked  for 
one  distribution  company,  suggested  that  doctors  were  receiving 
kickbacks  to  prescribe  these  drugs  to  children  who  might  not  be 
clinically  hormone  deficient,  but  rather,  just  shorter  than  their 
peers.  The  whistle  blowers  contended  that  doctors  were  receiving 
cash  payoffs,  sometimes  disguised  as  research  grants,  to  prescribe 
hormone  drugs  to  patients  even  when  they  lacked  an  obvious  clini- 
cal diagnosis  of  hormone  deficiency. 

I  would  like  to  point  out  that  at  least  one  manufacturer  of  syn- 
thetic growth  hormone  is  recording  gross  revenues  in  excess  of 
$200  million  per  year  in  the  sale  of  these  drugs.  Some  of  these 
sales  are  reimbursed  through  Medicaid. 

In  the  last  few  years,  hormone  drugs  may  have  been  prescribed 
to  as  many  as  20,000  American  youngsters  and  there  is  some  evi- 
dence that  not  all  were  hormone  deficient.  Since  bv  definition  pro- 
motion of  the  drug  for  nonapproved  use  could  violate  the  Federal 
Food,  Drug  and  Cosmetic  Act,  the  Chair  last  March  suggested  an 
investigation  by  the  Food  and  Drug  Administration's  Criminal 
Fraud  Unit. 

On  a  parallel  track,  the  Inspector  General,  the  Department  of 
Health  and  Human  Services,  and  the  Federal  Bureau  of  Investiga- 
tion had  launched  a  probe  of  alleged  kickback  to  doctors  by  drug 
companies  and  their  distribution  partners.  On  August  4,  the  Fed- 
eral grand  jury  in  Minneapolis  returned  a  51-count  indictment 
against  a  physician  Eind  representatives  of  two  companies, 
Genetech  and  Caremark  International,  for  offering  and  receiving 
kickbacks  totaling  over  $1  million. 

Government  affidavits  suggested  that  the  physician  was  treating 
over  350  patients,  including  some  on  Medicaid,  and  recorded 
human  growth  hormone  sales  of  between  $3  and  $4  million  per 
year,  Caremark  was  also  indicted. 

Representatives  of  several  Federal  agencies  will  testify  today  on 
the  course  and  scope  of  their  inquiries  as  well  as  the  range  of  pos- 
sible illegal  or  abusive  sales  activities  in  the  case  of  pharmaceutical 
drugs  and  within  the  pharmaceutical  industry  more  generally. 

The  chair  would  note  at  this  time  at  least  two  major  companies 
in  this  field  have  decided  to  end  several  of  the  practices  which  have 
raised  questions.  Genetech  Inc.  and  Caremark  International,  com- 
panies which  manufacture  and  distribute  the  growth  hormone, 
Protropin,  which  now  constitutes  about  70  percent  of  the  market, 
have  agreed  to  cease  direct  support  for  height  screening  programs. 
It  is  the  Chair's  view  that  these  practices,  when  so  closely  linked 
to  the  manufacturer,  and  in  some  cases  to  the  local  prescribing 
physicians,  represent  a  marketing  effort. 

Heighth  screening,  a  valuable  public  health  enterprise,  will  go 
forward.  But,  companies  which  have  a  direct  interest  in  identifying 
potential  patients  through  screening  will  no  longer  directly  fund 


and  manage  the  screening.  Genetech  and  Caremark  also  have 
agreed  to  stop  providing  direct  research  grants  to  clinicians  and  to 
cease  providing  office  overhead  support  to  doctors  in  the  form  of 
nurses  and  office  equipment. 

Genetech  and  Caremark  have  clearly  taken  positive  steps.  Fur- 
ther reform  and  remediation,  however,  may  be  needed  in  their  case 
and  throughout  the  industry.  The  Chair  points  out  that  both 
Genetech  and  Eli  Lilly  and  Company,  manufacturers  of  the  two  pri- 
mary human  growth  hormone  drugs  on  the  market,  were  invited 
to  testify  before  the  subcommittee  this  morning.  Both  companies 
have  declined,  although  we  would  like  to  note  their  cooperation  in 
responding  to  the  subcommittee's  request  for  documents  and  other 
information. 

The  chair  also  notes  that  it  has  asked  the  Federal  Trade  Com- 
mission to  look  into  the  role  of  nonprofit  research  in  education  or- 
ganizations in  the  promotion  of  these  expensive  drug  therapies.  Ac- 
cording to  copies  of  Internal  Revenue  Service  forms  that  were  sup- 
plied to  the  subcommittee  by  the  foundation  on  economic  trends, 
one  of  these  nonprofits  receives  most  of  its  operating  revenue  from 
the  drug  manufacturers  and  has  on  occasion  acted  as  a  height 
screening  project  manufacturer  on  grants  funded  by  the  companies. 

Although  the  relationship  may  have  developed  through  the  best 
of  intentions,  it  nevertheless  raises  questions  about  conflict  of  in- 
terest which  the  FDC  should  and  will  address. 

Finally,  while  the  Chair  shares  the  concern  of  several  Federal 
agencies  regarding  abusive  marketing  practices — the  pharma- 
ceutical sector  generally  and  growth  hormone  drugs  specifically — 
the  subcommittee  acknowledges  that  a  genuine  scientific  con- 
troversy and  debate  rages  over  when,  where  and  how  growth  hor- 
mones should  be  used.  These  drugs  may  have  a  wide  scope  of  util- 
ity well  beyond  their  approved  unlabeled  use  for  treating  hormone 
deficiency. 

The  subcommittee  is  fortunate  to  have  with  us  today  scientific 
witnesses  to  explain  both  the  utility  of  and  debate  about  human 
growth  hormone  drugs,  as  well  as  describe  some  of  the  ethical 
problems  involved  in  the  promotion  and  use.  They  will  be  joined  by 
a  practicing  pediatric  endocrinologist  who  prescribed  the  drug. 
Also,  we  will  be  hearing  from  families  whose  children  have  used 
this  drug. 

[Chairman  Wyden's  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden  Our  first  panel  will  consist  of  representatives 
of  Federal  agencies  investigating  some  of  these  troubling  marketing 
and  promotion  questions.  We  call  now  June  Gibbs  Brown,  Inspector 
General  of  the  Department  of  Health  and  Human  Services;  Gerald 
Stem,  Counsel  for  Health  Care  Fraud  at  the  Justice  Department; 
and  Mary  Pendergast,  Deputy  Commissioner  of  the  Food  and  Drug 
Administration.  I  would  like  to  also  note.  Miss  Pendergast,  perhaps 
you  could  introduce  your  associate.  You  have 

Ms.  Pendergast.  Thank  you  very  much.  I  am  accompanied  by 
Dr.  Janet  Woodcock,  Director  of  our  Center  for  Drug  Evaluation 
and  Research. 

Chairman  Wyden.  All  right.  I  suspect  that  all  of  you  may  be  in- 
volved in  answering  questions.  Do  any  of  you  have  any  objection 


to  being  sworn  as  a  witness  this  morning?  Please  rise  and  raise 
your  right  hand. 

Ms.  Pendergast.  Congressman  Wyden,  I  would  also  ask  Lucy 
Rose,  Director  of  our  Drug  Advertising  Branch  to  be  sworn  in  as 
well  as  Seth  Ray,  from  our  Office  of  General  Counsel.  We  may  be 
calling  upon  them  to  answer  some  of  your  questions. 

Ch£iirman  Wyden.  Madam  Recorder,  let  us  note  they  will  also  be 
involved.  If  you  would,  raise  your  right  hand. 

[Witnesses  sworn.]. 

Chairman  Wyden.  We  welcome  all  of  you  before  the  subcommit- 
tee today.  We're  going  to  make  your  represented  remarks  a  part  of 
the  hearing  record  in  their  entirety.  If  in  the  interest  of  time  you 
could  summarize  your  remarks,  that  would  be  helpful. 

Miss  Brown,  first  let  me  offer  my  commendations  to  you  for  your 
work.  You  have  assisted  this  subcommittee  throughout  this  Con- 
gress and  have  done  yoeman  service  in  terms  of  the  investigative 
projects  you  are  tackling.  We  commend  you  for  it  and  want  to  ex- 
pressly note  our  appreciation  for  the  work  you  are  doing  on  human 
growth  hormone.  Please  proceed. 

TESTIMONY  OF  JUNE  GIBBS  BROWN,  INSPECTOR  GENERAL, 
DEPARTMENT  OF  HEALTH  AND  HUMAN  SERVICES,  WASH- 
INGTON, DC 

Ms.  Brown.  Thank  you.  Mr.  Chairman,  I  am  pleased  to  be  here 
to  discuss  our  work  concerning  questionable  practices  that  have 
arisen  in  the  marketing  of  prescription  drugs.  We  are  observing  a 
disturbing  trend  in  the  industry — the  proliferation  of  drug  market- 
ing schemes  that  violate  Federal  antikickback  laws. 

We  are  concerned  that  such  violations  may  result  in  the  loss  of 
millions  of  tax  dollars  from  the  Medicaid  program.  In  addition, 
when  drugs  are  prescribed  for  financial  rather  than  medical  rea- 
sons, the  well-being  of  Medicare  and  Medicaid  beneficiaries  is 
threatened.  Furthermore,  these  schemes  undermine  the  integrity  of 
small  businesses,  such  as  pharmacies,  solo  and  group  medical  prac- 
tices and  other  small  providers  in  the  prescription  drug  product  in- 
dustry. 

During  my  testimony,  I  will  briefly  discuss  the  Federal 
antikickback  legislation  as  it  relates  to  these  marketing  schemes, 
and  I  will  cite  examples  of  cases  in  which  we  have  been  involved. 
Afterward,  I  would  discuss  our  strategies  for  combating  these 
abuses  and  some  of  the  limitations  that  can  strain  us. 

Finally,  I  will  discuss  how  our  findings  are  shared  with  law  en- 
forcement colleagues  at  the  Food  and  Drug  Administration  and  the 
Department  of  Justice  as  they  also  combat  abuses  in  this  area.  In 
recent  years,  pharmaceutical  companies  in  the  United  States  have 
increased  their  prescription  drug  marketing  activities  among  pro- 
viders, patients  and  suppliers,  particularly  among  pharmacies. 
Many  of  these  marketing  activities  go  far  beyond  traditional  adver- 
tising and  educational  contact. 

Physicians,  suppliers  and  increasingly  patients,  are  being  offered 
valuable  nonmedical  benefits  in  exchange  for  selecting  or  rec- 
ommending specific  brands  of  prescription  drugs.  Traditionally, 
physicians  and  pharmacists  have  been  trusted  to  provide  treat- 


ments  and  recommend  products  that  are  in  the  best  interest  of  the 
patient. 

In  an  era  of  aggressive  drug  marketing,  however,  patients  may 
now  have  certain  drugs  prescribed  for  them  unaware  of  their  physi- 
cian or  pharmacist  being  compensated  for  promoting  the  selection 
of  those  drugs.  Among  its  provisions,  the  Medicare  and  Medicaid 
antikickback  statute  provides  for  penalties  against  any  individual 
or  entity  that  knowingly  and  willfully  solicits,  receives,  offers  or 
pays  for  referring  any  individual  or  directly  purchases  or  arranges 
for  any  item  of  service  payable  under  the  Medicare  or  Medicaid 
Program. 

With  regard  to  prescription  drug  marketing,  we  have  found  that 
pharmaceutical  companies  offer  money  and  other  items  of  value  to 
physicians.  These  offers  are  found  in  a  range  of  activities  from 
sponsoring  important  educational  activities  to  actively  promoting 
their  products.  As  one  might  imagine,  the  prescription  practices  of 
physicians  are  affected  by  the  promotional  efforts  of  pharma- 
ceutical companies.  These  offers  are  made  with  the  purpose  of  in- 
ducing the  physicians  to  prescribe  a  particular  prescription  drug. 

In  July  1992,  we  reported  an  estimate  of  the  extent  to  which 
physicians  are  offered  gifts  and  payments  by  pharmaceutical  com- 
panies. We  asked  physicians  about  items  of  value  offered  to  them 
by  pharmaceutical  companies  to  prescribe  their  drug  and  found 
that  82  percent  of  the  physicians  we  contacted  were  offered  gifts 
or  payments  on  at  least  one  occasion.  Moreover,  we  found  that 
pharmaceutical  companies  were  more  likely  to  offer  gifts  and  pay- 
ments to  physicians  who  were  frequent  prescribers  than  to  those 
who  were  infrequent  prescribers. 

If  the  purpose  of  a  promotional  practice  is  to  induce  the  purchase 
of  a  prescription  drug  that  is  reimbursable  by  Medicaid,  then  the 
criminal  antikickback  statute  applies.  Thus,  a  physician,  pharmacy 
or  other  practitioner  or  supplier  receiving  payment  under  these  ac- 
tivities may  be  subject  to  criminal  prosecution  and  exclusion  under 
the  Medicare  and  Medicaid  Program. 

Permit  me,  Mr.  Chairman,  to  briefly  illustrate  three  types  of  ille- 
gal schemes  that  pharmaceutical  companies  are  using  to  market 
their  products.  Under  a  promotion  called  Patient  Profile  Program, 
Ayerst  Laboratory  Incorporated  provided  participating  physicians 
with  a  pharmaceutical  product  it  manufactured — preprinted  pre- 
scription pads  and  questionnaires. 

Ayerst  then  awarded  physicians  points  for  free  airline  tickets  or 
other  honoraria  each  time  the  physician  completed  a  questionnaire 
for  a  new  patient  placed  on  the  pharmaceutical  product.  Our  inves- 
tigation was  pivotal  in  the  Government's  argument  that  claims 
submitted  for  Medicaid  reimbursement  were  unduly  influenced  by 
Ayerst's  promotional  offers  to  the  20,000  physicians  participating 
in  the  program. 

Although  Ayerst  denied  wrong  doing  and  liability,  the  company 
discontinued  the  Patient  Profile  Program  and  recently  agreed  to 
pay  the  United  States  $830,000  to  settle  civil  and  administrative 
claims  associated  with  this  case.  In  a  second  case,  our  investigation 
of  Hoffmann-LaRoche  revealed  that  from  1986  through  1991,  the 
company  created  a  Grant-in-Aid  Program  which  offered  physician 


grants  in  exchange  for  performing  small-scale  studies  of  one  of  its 
antibiotics,  Rocephin. 

The  grants  ranged  from  $500  to  $2,500  and  were  paid  in  two 
parts — ^half  at  the  beginning  of  the  research  and  the  remainder 
upon  receipt  of  the  research  by  HoflFmann-LaRoche.  We  inves- 
tigated the  Grant-in-Aid  Program  to  determine  if  the  grants  were 
illegal  remuneration  offered  to  induce  the  physicians  to  order 
Rocephin. 

Our  investigation  revealed  that  many  physicians  were  selected 
for  the  program  based  on  their  ability  to  recommend  Hoffmann- 
LaRoche's  products  to  other  physicians  or  because  they  were  in  a 
position  to  include  HoflFmann-LaRoche  drugs  on  a  hospital  for- 
mulary. 

In  many  cases,  the  research  performed  was  not  of  any  scientific 
value,  but  merely  an  anecdotal  report  of  the  physician's  impres- 
sions of  the  drug.  In  addition,  our  investigation  revealed  that  a  sig- 
nificant number  of  the  physicians  never  completed  the  research 
and  yet  received  full  grant  payment  from  Hoffmann-LaRoche.  We 
worked  with  the  Civil  Division  of  the  Department  of  Justice  in  ne- 
gotiating a  $450,000  civil  and  administrative  settlement  with  Hoflf- 
mann-LaRoche. 

In  addition,  Hoffmann-LaRoche  instituted  a  Corporate  Integrity 
Program  to  ensure  that  its  employees  adhere  to  high  ethical  stand- 
ards of  business  conduct.  Finally,  we  know  of  your  particular  inter- 
est, Mr.  Chairman,  in  the  synthetic  human  growth  hormone, 
Protropin.  In  a  third  case,  criminal  indictments  were  issued  earlier 
this  year. 

The  case  which  is  still  pending  involves  Caremark,  a  national 
home  health  care  company,  Genetech,  a  California-based  pharma- 
ceutical manufacturer  that  produces  Protropin  and  a  pediatric 
endocrinologist  practicing  in  Minneapolis,  Minnesota.  In  the  indict- 
ment, executives  of  Caremark  and  Grenetech  are  charged  with  pay- 
ing over  $1,1  million  in  illegal  kickbacks  to  the  Minneapolis  doctor. 

The  payments  allegedly  were  in  part  to  induce  him  to  prescribe 
Protropin  for  his  juvenile  patient.  Our  investigation  revealed  that 
kickbacks  were  channeled  to  the  pediatric  endocrinologist  in  a 
number  of  ways,  including  under  the  guise  of  research  grants  as 
revenue  generated  for  prescriptions,  from  patient  referrals,  as  con- 
sulting agreements,  and  through  payments  of  various  office  ex- 
penses, including  the  salary  of  a  nurse. 

A  document  summarized  in  the  indictment  indicates  that  from 
January  1,  1989,  through  April  4,  1990,  Caremark  gave  $100,000 
to  the  pediatric  endocrinologist  by  way  of  a  research  grant  and  re- 
ceived a  return  of  $4,372,000  by  way  of  patient  referral  revenue. 

On  August  4,  1994,  a  51-count  indictment,  as  you  mentioned, 
was  returned  on  this  case.  If  convicted,  the  defendants  face  a  maxi- 
mum potential  penalty  of  5  years  in  prison  and/or  a  $250,000  fine 
on  each  count  of  the  indictment.  We  will  keep  the  subcommittee 
apprised  of  the  developments  in  this  case. 

Because  of  the  abuses  we  have  seen  in  this  area,  in  August  1994, 
we  issued  a  special  fraud  alert  on  prescription  drug  marketing  ac- 
tivity. This  was  one  of  a  series  of  such  fi*aud  alerts  issued  by  my 
office  to  notify  the  public,  as  well  as  the  Health  Care  Financing  Ad- 


ministration  and  its  contractors,   of  potential  fraud  against  the 
Medicare  and  Medicaid  Program. 

The  special  fraud  alert  on  prescription  drug  marketing  activities 
addresses  a  number  of  activities  that  we  view  are  cause  for  con- 
cern, such  as  the  practices  I  have  iust  discussed  and  provides  our 
views  on  the  potential  illegality  of  the  activities  at  issue. 

I  have  included  a  copy  with  my  written  statement  for  submission 
to  the  record.  In  developing  and  issuing  this  particular  special 
fraud  alert,  we  found  that  other  law  enforcement  and  regulatory  of- 
ficials at  the  Federal  and  State  levels  are  keenly  interested  in  ad- 
dressing abuses  such  as  those  we  identified. 

For  instance,  a  dozen  or  more  State  attorneys  general  are  ac- 
tively investigating  drug  promotions  that  run  afoul  of  State 
consumer  protection  statutes.  Similarly,  we  are  aware  of  the  Food 
and  Drug  Administration's  ongoing  efforts  to  bring  drug  marketing 
practices  in  line  with  the  FDA  s  marketing  and  advertising  require- 
ments. We  intend  to  continue  to  strengthen  the  many  interagency 
partnerships  that  we  enjoy  and  to  apply  our  expertise  in  identify- 
ing, locating,  investigating  and  prosecutmg  individuals  and  entities 
who  have  participated  in  a  broad  range  of  illegal  or  fraudulent  ac- 
tivities. 

In  conclusion,  Mr.  Chairman,  a  marketing  program  that  is  illegal 
under  the  antikickback  statute  may  pose  a  danger  to  patients  be- 
cause it  may  compromise  a  physician's  judgment  in  determining 
the  most  appropriate  treatment  for  a  patient.  Furthermore,  where 
a  patient  is  a  Medicaid  beneficiary,  such  drug  marketing  practicing 
may  increase  the  Federal  Gk)vemment's  cost  of  reimbursing  suppli- 
ers for  the  pharmaceuticals. 

When  a  drug  manufacturer  gives  its  prescribing  physicians  air- 
line tickets  and  golf  weekends  at  plush  resorts,  someone  has  to  pay 
for  these  gifts,  and  we  know  that  someone  is  often  the  American 
taxpayer.  Although  we  are  uncertain  how  prevalent  these  illegal 
and  inappropriate  promotional  activities  are,  it  is  abundantly  clear 
that  concerns  raised  by  such  practices  warrant  further  scrutiny  and 
vigorous  action  by  the  Office  of  Inspector  General. 

As  you  know,  Mr.  Chairman,  I  am  not  at  liberty  to  discuss  pend- 
ing investigations.  However,  you  and  other  members  of  the  sub- 
committee should  be  aware  that  the  OIG  continues  to  examine 
drug  promotional  activity  and  that  we  currently  are  investigating 
various  drug  marketing  schemes.  In  a  number  of  these  cases,  we 
anticipate  enforcing  the  antikickback  laws  where  the  practices  af- 
fect the  Federal  Health  Care  Program. 

As  we  have  done  in  the  past,  we  fully  expect  to  keep  the  FDA 
and  Department  of  Justice  apprised  of  our  findings  and  will  con- 
tinue to  refer  cases  to  our  enforcement  colleagues  as  appropriate. 

This  concludes  my  remarks,  Mr.  Chairman.  We  do  appreciate 
your  interest  and  support  in  examining  these  important  program 
issues,  and  I  thank  you  for  including  us  in  this  important  hearing. 
At  this  time.  111  be  happy  to  answer  anv  questions. 

[Ms.  Brown's  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden.  Miss  Brown,  thank  you  very  much.  I'll  have 
some  questions  for  you  in  a  moment.  But  let  me  just,  again,  com- 
mend you  for  your  usual,  very  thorough  job  and  I  think  the  work 
you  are  doing  is  some  of  the  most  important  work  being  done  any- 
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where  in  the  Federal  Grovemment.  HI  have  some  questions  for  you 
in  just  a  moment. 

Ms.  Brown.  Thjuik  you. 

Chairman  Wyden.  We  thank  you. 

Let  us  now  move  to  Mr.  Stem,  Special  Counsel  for  Health  Care 
Fraud,  the  Department  of  Justice.  Mr.  Stem,  welcome. 

TESTIMONY  OF  GERALD  STERN,  SPECLVL  COUNSEL  FOR 
HEALTH  CARE  FRAUD,  DEPARTMENT  OF  JUSTICE,  WASH- 
INGTON, DC 

Mr.  Stern.  Thank  you,  Mr.  Chairman,  for  this  opportunity  to 
discuss  the  pressing  problem  of  health  care  fraud  generally  and 
particularly  as  it  relates  to  improper  and  unlawful  marketing  prac- 
tices in  the  pharmaceutical  and  other  industries. 

Health  care  fraud  and  abuse  not  only  adds  enormous  financial 
cost  to  the  health  care  system — maybe  as  much  as  $100  billion  an- 
nually— ^but  it  also  undermines  the  quality  of  care  provided  to  pa- 
tients. The  Attorney  Greneral  has  made  health  care  fraud  her  num- 
ber two  new  initiative  and  she  asked  me  to  coordinate  the  Depart- 
ment of  Justice's  health  care  fraud  efforts. 

We  are  responding  to  this  crisis  to  the  full  extent  possible  with 
our  resources  and  available  statutory  authorities.  The  number  of 
criminal  and  civil  cases  investigated  and  prosecuted  has  risen  dra- 
matically over  the  last  few  years  and  will  continue  to  grow  as  we 
add  more  resources  to  this  fight. 

Our  current  cases  reflect  the  full  range  of  health  care  fraud 
schemes  and  health  care  providers.  Today,  I  will  address  briefly  the 
Department's  efforts  with  respect  to  two  types  of  schemes  which 
may  be  relevant  to  the  subcommittee's  examination  of  unlawful  ac- 
tivities in  the  pharmaceutical  industry.  Those  are  kickbacks  and 
FDA  violations. 

Kickbacks,  as  you  have  noted,  are  pernicious  because  they  cor- 
rupt the  medical  provider's  decisionmaking,  replacing  profit  for  pa- 
tient welfare.  Kickbacks  can  lead  to  grossly  inappropriate  medical 
care,  including  unnecessary  hospitalization,  surgery,  tests  and 
equipment. 

The  Department's  largest  success  to  date  involved  National  Med- 
ical Enterprise  which  paid  $379  million  in  criminal  fines,  civil  dam- 
ages and  penalties  for  kickbacks  and  fraud  at  NME  psychiatric  and 
substance  abuse  hospitals  in  30  States.  NME  also  paid  a  total  of 
$16.3  million  to  several  States  for  losses  to  the  State-funded  por- 
tion of  Medicaid  and  other  State  health  programs. 

This  administrative  settlement  also  included  a  groundbreaking 
Corporate  Integrity  Program.  Investigations  and  prosecutions  of 
the  individuals  responsible  for  the  kickbacks  and  other  practices 
continue.  As  the  Inspector  General  for  HHS,  June  Brown,  has 
noted  prescription  drug  marketing  schemes  frequently  involve  kick- 
backs. Physicians,  suppliers  and  increasingly  patients  are  being  of- 
fered valuable  nonmedical  benefits  in  exchange  for  selecting  spe- 
cific drug  brands. 

Offering  incentives  for  pharmaceutical  prescriptions  may  encour- 
age a  physician  to  overlook  more  effective  or  less  expensive  drug 
equivalents  or  subject  patients  to  more  invasive  drug  administra- 
tive— administration  techniques,  such  as  intravenous  therapy. 


The  Department  of  Justice  has  pursued  both  criminal  and  civil 
enforcement  to  combat  kickbacks  in  the  pharmaceutical  industry. 
As  you  have  noted,  last  month  the  Federal  grand  jury  in  Minnesota 
issued  an  indictment  involving  a  scheme  to  pay  more  than  $1  mil- 
lion in  kickbacks  to  a  doctor  for  prescribing  a  growth  hormone  drug 
and  for  referring  patients  to  a  company  which  provides  home  infu- 
sion therapy  to  patients. 

Since  this  indictment  is  pending,  consistent  with  Department  of 
Justice  guidelines.  I  will  not  discuss  this  case  any  further  than 
what  is  in  the  pvu)lic  record.  You  have  also  heard  of  the  Depart- 
ment of  Justice's  successful  pursuit  of  a  second  case  involving  im- 
proper marketing  of  the  drug,  Inderal,  LA  by  Averst  Laboratories, 
which  was  awarding  doctors  points  toward  airline  certificates  or 
other  honoraria  each  time  the  doctor  placed  a  new  patient  on 
Inderal  and  completed  a  brief  survey  form. 

As  you  heard,  in  that  case,  the  Ayerst  Laboratories  agreed  to  dis- 
continue the  practice  and  to  pay  $830,000  to  settle  the  Govern- 
ment's civil  claims.  Another  case  involving  kickbacks,  the  pharma- 
ceutical industry,  you  have  also  heard  about  today,  involves  Hoff- 
mann-LaRoche  and  its  marketing  of  Rocephin,  a  variant  of  S3ni- 
thetic  penicillin.  Again,  in  that  case,  the  Department  of  Justice  was 
able  to  obtain  a  civil  settlement.  On  September  2,  1994,  Hoffmann- 
LaRoche  agreed  to  pay  $450,000  to  resolve  the  Government's  civil 
claims. 

Fraudulent  schemes  other  than  kickbacks  may  also  be  relevant 
to  an  investigation  of  pharmaceutical  industry  practices.  Compa- 
nies and  individuals  which  test,  market  and  distribute  pharma- 
ceutical and  medical  devices  without  appropriate  FDA  approval 
face  Department  of  Justice  scrutiny.  The  U.S.  Attorney  in  Boston 
recently  obtained  a  guilty  plea  from  a  Fortune  500  company  after 
two  patients  died  and  22  others  required  emergency  coronary  by- 
pass surgery  after  the  distribution  of  heart  catheters  without  full 
FDA  approval. 

The  company,  C.  R.  Baird  Inc.,  pleaded  guilty  to  conspiracy,  mail 
fraud  and  363  violations  of  the  Food,  Drug  and  Cosmetics  Act. 
They  agreed  to  pay  a  $30.5  million  fine  and  criminal  forfeitures 
and  an  additional  $30.5  million  to  resolve  the  Government's  civil 
claims.  The  individual  corporate  officials  involved  face  trial  in  the 
near  future. 

Although  the  Government  successfully  has  prosecuted  many 
health  care  fraud  cases,  more  can  be  done  to  strengthen  our  ability 
to  combat  health  care  fraud  and  particularly  kickbacks.  Presently, 
the  only  statute  which  specifically  targets  kickbacks  in  the  provi- 
sion of  medical  services,  equipment  and  treatment  is  the  Medicare 
antifraud  kickback  statute. 

This  statute  provides  a  criminal  prohibition  against  kickbacks  in 
connection  only  with  Medicare  and  Medicaid,  but  fails  to  provide 
prosecutors  with  additional  tools  which  would  be  useful.  First,  with 
respect  to  criminal  prosecutions,  the  statute  targets  only  kickbacks 
associated  with  drugs  and  other  services  paid  for  by  the  Medicare 
or  Medicaid  Program,  but  not  services  paid  for  by  other  Govern- 
ment health  care  programs  or  by  private  insurance.  However,  a 
kickback  in  connection  with  health  care  paid  for  by  a  non-Medicare 
Government  plan  or  private  health  plan  may  be  just  as  corrupting. 
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While  we  can  use  other  criminal  statutes  today  to  prosecute 
these  kickbacks,  and  we  do,  the  absence  of  a  broader  antikickback 
statute  causes  confusion  and  results  in  unnecessary  litigation  and 
allows  unscrupulous  providers  the  opportunity  to  exploit  what  they 
claim  are  loopholes  in  the  law. 

Second,  the  Medicare  Antikickback  Act  does  not  specifically  in- 
clude a  civil  remedy.  It  is  only  criminal  today.  Congressional  atten- 
tion to  these  two  omissions  would  greatly  enhance  the  ability  of  the 
Department  of  Justice  to  prosecute  these  cases. 

Mr.  Chairman,  this  concludes  my  prepared  remarks.  I,  too,  will 
be  pleased  to  answer  any  questions  you  may  have. 

[Mr.  Stern's  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden.  Mr.  Stem,  thank  you.  An  excellent  statement, 
and  I  note  especially  your  desire  for  the  strengthening  of  several 
of  those  statutes  and  we  are  going  to  follow  that  up,  both  with 
some  questions  and  in  the  days  after  the  hearing.  We  thank  you 
for  an  excellent  statement. 

Let  us  welcome  now  Miss  Mary  Pendergast,  Deputy  Commis- 
sioner, Food  and  Drug  Administration  who  over  the  years  has  been 
exceptionally  helpful  to  this  subcommittee  on  a  wide  variety  of  is- 
sues. Miss  Pendergast,  welcome  and  please  proceed. 

TESTIMONY  OF  MARY  PENDERGAST,  DEPUTY  COMMISSIONER, 
FOOD  AND  DRUG  ADMINISTRATION,  WASHINGTON,  DC 

Ms.  Pendergast.  Thank  you  very  much.  Good  morning.  Thank 
you  for  inviting  the  Food  and  Drug  Administration  to  testify  at  this 
Hearing.  We  are  here  to  discuss  the  FDA's  regulation  of  the  pro- 
motion of  prescription  drugs,  including  their  unapproved  uses  by 
the  pharmaceutical  industry.  Because  my  full  statement  is  included 
in  the  record,  I'll  concentrate  in  the  next  few  minutes  on  new 
trends  we're  seeing  in  prescription  drug  promotion  and  their  im- 
pact on  consumers. 

As  a  background  for  this  discussion,  I'd  like  to  note  that  the  Fed- 
eral Food,  Drug  and  Cosmetic  Act  provision  regarding  prescription 
drug  promotion  were  last  amended  in  1962.  At  that  time,  drug 
companies  still  promoted  pharmaceuticals  the  traditional  way. 
They  sent  sales  representatives  and  printed  materials  to  the  doc- 
tors who  prescribe  the  drugs. 

In  those  years,  medical  doctors  practiced  independently  or  in 
small  groups.  There  were  no  organizations  such  as  managed  care 
groups  or  pharmacy  benefit  management  organizations,  and  these 
were  the  conditions  that  were  addressed  in  FDA's  regulations  to 
keep  prescription  drug  promotion  on  a  high  ethical  plane. 

Since  then,  the  health  care  marketplace  has  undergone  very  sig- 
nificant changes.  Some  of  the  changes  involve  the  technology  used 
by  drug  companies  to  communicate  with  customers.  Others  affected 
the  pharmaceutical  industry  itself  and  its  position  in  the  health 
care  delivery  system,  and  last  but  not  least,  the  annual  spending 
by  the  pharmaceutical  industry  on  promotion  has  reached  $10  bil- 
lion. 

Meanwhile,  FDA's  resources  and  regulatory  tools  have  failed  to 
keep  up  with  the  enormous  increase  in  its  mandated  activities.  All 
of  these  changes  have  transformed  the  type  and  escalated  the  ex- 
tent of  problems  posed  by  questionable  promotional  practices  and 
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they  have  made  the  FDA's  task  of  protecting  consumers  a  great 
deal  more  difficult. 

One  important  new  trend  which  has  been  made  possible  by  tech- 
nological advances  is  an  enormous  expansion  in  drug  promotion.  In 
its  new  form,  promotion  extends  beyond  the  traditional  pitch  to  the 
prescribing  doctor  to  a  much  wider  audience  which  includes  pa- 
tients and  consumers.  This  mass  appeal  which  is  delivered  through 
printed  and  electronic  media,  is  encouraged  and  reinforced  by  the 
heightened  interest  in  health  issues  by  millions  of  Americans. 

Today,  there's  entire  cable  stations,  for  instance.  Lifetime  Medi- 
cal Television  and  the  American  Medical  Association's  American 
Medical  Television,  that  are  devoted  to  medical  news.  These  sta- 
tions make  widespread  promotion  to  both  doctors  and  consumers. 
Major  newspapers,  national  magazines  and  network  television 
carry  promotional  material  encouraging  consumers  to  go  to  their 
doctor  and  request  a  particular  drug. 

Advertisements  are  also  supported  by  extensive  direct-mail  cam- 
paigns, newsletters,  price-off  coupons  and  special  offers.  While 
some  of  this  material  can  be  quite  helpful,  especially  where  it's  im- 
portant for  a  patient  to  follow  carefully  a  drug  regimen,  most  of  it 
is  purely  promotional. 

Another  major  trend  that  has  bearing  on  drug  promotion  is 
changes  in  the  organizational  structure  of  health  care  delivery.  Ef- 
ficient information  technologies  and  the  need  to  control  costs  have 
contributed  to  the  rise  of  managed  care  organizations  and  phar- 
macy benefit  groups.  These  organizations  and  the  formularies  they 
deliver  and  enforce  play  a  major  role  in  determining  what  drug  a 
patient  will  receive,  and  they  have  contributed  to  the  relative  de- 
cline and  the  importance  of  the  doctor  when  making  decisions 
about  what  drug  an  individual  patient  will  get. 

As  a  result,  drug  companies  have  shifted  their  promotional  re- 
sources away  from  the  individual  physicians  and  toward  ensuring 
that  their  products  are  on  the  managed  care  and  pharmacy  man- 
agement formularies.  The  most  recent  development  is  for  some 
drug  companies  to  either  purchase  or  enter  into  strategic  alliances 
with  these  pharmacy  benefit  management  groups  and  physician 
practices.  We  are  studying  these  new  developments  to  determine 
what  new  steps  we  might  need  to  take  to  ensure  that  physicians 
and  formulary  managers  make  their  decisions  regarding  drugs 
independently  of  the  drug  companies. 

Another  growing  FDA  concern  is  the  promotion  of  prescription 
drugs  for  uses  that  have  not  been  determined  to  be  safe  and  effec- 
tive. For  example,  a  drug  company  might  file  a  new  drug  applica- 
tion for  only  a  very  narrow  indication  in  a  relatively  specific  pa- 
tient population  and  thereby  shorten  their  approval  process.  But 
when  the  drug  enters  the  marketplace,  the  company  then  promotes 
it  for  other  uses  and  in  populations  in  which  the  drug  has  never 
been  tested. 

This  practice  undermines  both  the  safety  and  effectiveness  stand- 
ards of  both  the  law  and  FDA  scientific  reviews  and  it  increasingly 
presents  a  public  health  concern.  An  associated  problem  is  in  the 
area  of  industry-sponsored  continuing  medical  education.  The  FDA 
strongly  supports  continuing  education  in  the  medical  and  scientific 
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fields.  The  problem  is,  however,  how  to  keep  drug  company- sup- 
ported educational  activities  free  of  commercial  bias. 

The  appeal  of  this  bias  is  reflected  in  a  marketing  brochure  of 
a  commercial  provider  of  continuing  medical  education  which  we 
obtained.  This  brochure  clearly  details  how  the  provider  and  a 
sponsor  drug  company  can  work  together  to  ensure  that  the  edu- 
cation program  places  the  drug  company's  products  in  a  very  favor- 
able light.  The  FDA  is  now  engaged  in  a  lengthy  policymalang  ini- 
tiative to  counter  such  practices  while  preserving  and  facilitating 
objective  and  independent  continuing  medical  education. 

Finally  I  want  to  mention  one  of  the  most  worrisome  abuses  of 
professional  ethics  that  has  come  to  our  attention  in  recent  years. 
It  involves  the  cash  payoffs  to  medical  doctors  and  pharmacists  for 
making  or  trying  to  make  their  patients  take  drugs  produced  by 
the  company  that  sponsors  the  scheme. 

For  example,  some  physicians  get  $80  for  including  a  patient  in 
a  post-marketing  study,  regardless  of  whether  the  patient  is  best 
served  by  the  tested  drug.  The  pharmacists  typically  get  $8  for  call- 
ing a  physician  and  suggesting  that  he  or  she  switch  the  patient 
to  a  drug  made  by  the  manufacturer  who  makes  the  payoffs.  Phar- 
macists can  also  get  paid  for  writing  their  customers  a  letter  rec- 
ommending the  manufacturer's  drugs  instead  of  the  drugs  the  pa- 
tients are  taking.  Needless  to  say,  all  of  this  takes  place  in  com- 
plete disregard  of  the  patient's  best  interests. 

Mr.  Chairman,  I  could  continue  listing  other  new  concerns  and 
worrisome  trends  which  are  described  in  my  submitted  testimony, 
but  I  would  just  like  to  close  with  two  points:  First,  I'd  like  to  re- 
peat that  neither  FDA's  regulatory  authority  nor  our  resources 
have  kept  up  with  these  emerging  issues.  Second,  I'd  like  to  stress 
that  the  public  health  implications  of  the  trends  I  have  described 
are  serious. 

They  affect  the  integrity  and  independence  of  the  relationship  be- 
tween the  health  care  provider  and  the  patient.  They  marginalize 
the  effectiveness  of  the  new  drug  approval  process  and  they  pose 
deeply  unsettling  prospects  of  the  sort  we  recently  witnessed  in  the 
case  of  an  apparent  attempt  to  promote  unwarranted  and  unap- 
proved uses  of  human  growth  hormone.  For  us,  these  are  worri- 
some issues. 

Drugs  that  can  affect  people's  health,  that  can  make  a  difference 
between  their  well-being  and  misery,  must  not  become  the  object 
of  unethical  promotional  techniques.  FDA,  which  has  shielded  con- 
sumers for  almost  9  decades,  is  determined  to  do  its  utmost  to  pre- 
vent marketing  excess  that  is  playing  loose  with  the  public  health. 
But  in  the  present  circumstances  we  cannot  accomplish  the  job 
alone  and  we  would  like  to  discuss  with  you  ways  in  which  we 
could  work  together  to  improve  this  situation.  Thank  you. 

[Ms.  Pendergast's  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden.  Miss  Pendergast,  let  me  thank  you.  We  thank 
all  of  you.  Your  testimony  has  been  very  helpful.  Certainly  we  are 
going  to  work  with  FDA  on  a  variety  of  ways  to  attack  these  prob- 
lems. 

First,  let  me  say  to  all  of  you  that  what  you  have  described  to 
the  subcommittee,  in  my  view,  goes  far  beyond  allegations  that  a 
couple  of  drug  companies  have  mistreated  short  children.  It  seems 
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to  me  that  what  you  have  described  is  a  pattern,  organized,  state- 
of-the-art  marketing  abuses  that  are  exploiting  patients.  Clearly  it 
is  time  to  get  far  more  serious  about  tackling  these  problems  and 
let  me  ask  you  some  questions  in  that  regard. 

Miss  Brown,  if  I  might,  let  me  begin  with  you.  I  reviewed  your 
testimony  and  some  of  these  numbers  that  you  cite  really  strike  me 
as  astounding.  You  have  a  situation  where  a  lot  of  hearings,  look 
at  drug  company  practices,  as  well  as  criminal  indictments  in  a 
number  of  instances,  and  yet  you  say  in  your  survey  that  drug  com- 
panies offered  inappropriate  gifts  to  27  percent  of  the  doctors  sam- 
pled in  the  random  survey.  You  go  on  to  state  that  not  withstand- 
ing the  industry  guidelines,  you  found  that  gifts  or  money  was  of- 
fered at  least  once  to  36  percent  of  the  physicians  who  wrote  at 
least  50  prescriptions  or  more  per  week. 

Is  this  evidence  that  in  effect,  suggests  that  the  more  prescrip- 
tions you  write,  the  more  likely  you  are  to  get  one  of  these  inappro- 
priate gifts? 

Ms.  Brown.  Yes,  Mr.  Chairman,  this  was  a  very  well-planned 
scheme  on  the  part  of  pharmaceutical  comp£inies  to  target  those 
physicians  who  consistently  wrote  greater  numbers  of  prescrip- 
tions. 

Chairman  Wyden.  So  the  pharmaceutical  sector  focuses  on  the 
physicians,  who  write  proportionally  higher  numbers  of  prescrip- 
tions. I  guess  what  we  would  like  to  know  is,  what  does  this  say 
about  the  ability  of  the  pharmaceutical  sector  and  the  providers  to 
police  themselves? 

Ms.  Brown.  Well,  this  is  the  reason  we  issued  the  fraud  alert. 
We  are  trying  to  increase  awareness  of  the  various  schemes  that 
exist,  so  as  to  prevent  inadvertent  involvement  by  providers.  The 
American  Medical  Association  and  the  pharmaceutical  industry 
have  issued  a  code  of  conduct,  their  own  have  established 
"antikickback  rules,"  for  their  members.  However,  there  really  isn't 
any  enforcement  capability  for  them  to  use. 

Chairman  Wyden.  Well,  that  certainly  is  my  sense,  and  doesn't 
seem  to  me  that  those  industry  guidelines  are  going  to  do  it,  if  in 
fact  your  finding  in  your  random  surveys  that  in  effect,  these  inap- 
propriate gifts  are  literally  going  most  extensively  to  the  physicians 
who  prescribe  the  most.  I  appreciate  the  statement  you  put  out  in 
August  and  my  sense  is  that  there  will  have  to  be  some  additional 
steps 

Ms.  Brown.  Yes. 

Chairman  Wyden.  [continuing.]  taken,  as  well. 

Now,  to  be  clear  about  the  Federal  jurisdiction  in  the  case  where 
kickbacks  are  given  to  doctors  for  prescribing  certain  kinds  of 
drugs,  kickbacks  are  illegal,  are  they  not,  whether  the  specific 
transaction  is  reimbursed  by  Medicaid  or  not?  Is  that  correct? 

Ms.  Brown.  Not  exactly.  The  Federal  antikickback  statute  in- 
volves only  federally  reimbursed  programs,  such  as  Medicare  and 
Medicaid. 

Chairman  Wyden.  The  law  gives  you  the  opportunity  in  effect, 
to  cover  a  lot  of  territory,  if  you  choose  to;  is  that  correct? 

Ms.  Brown.  Yes,  sir.  We  enjoy  broad  jurisdiction  in  these  mat- 
ters as  long  as  Medicare  or  Medicaid  dollars  are  involved. 
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Chairman  Wyden.  In  that  regard,  there  was  a  rather  unusual 
case  in  Columbus,  Ohio,  undertaken  by  the  U.S.  Attorney  a  couple 
weeks  ago.  A  doctor  was  charged  with  receiving  kickbacks,  but  the 
outfit  allegedly  paying  the  kickbacks  was  not  indicted. 

This  was  the  case.  The  doctor  was  charged  under  the  Federal 
kickback  statute,  although  the  outfit  giving  him  the  kickback  iden- 
tified in  the  indictment,  which  is  a  home  infusion  company,  was 
not  indicted.  I  believe  both  the  person  receiving  the  kickback  and 
the  person  giving  the  kickback  should  be  charged.  Why  was  only 
one  side  of  the  alleged  scheme  charged  in  the  case? 

Ms.  Brown.  Certainly  both  could  be  charged,  but  in  any  particu- 
lar case,  of  course,  it's  up  to  the  U.S.  Attorney  as  to  how  that  deci- 
sion is  made. 

Chairman  Wyden.  Now,  Mr.  Stem,  would  you  like  to  comment 
on  that? 

Mr.  Stern.  I  don't  have  the  specific  reasons  in  that  particular 
case  nor  would  we  want  to  discuss  the  particular  ongoing  case  as 
to  why  we  charged  one  rather  than  the  other. 

Chairman  Wyden.  Miss  Brown,  vou  note  that  drug  companies 
offer  money  and  items  of  value  to  physicians  in  part  as  an  encour- 
agement to  use  company  products.  You  also  note  that  these  pro- 
motional efforts  sometimes  affect  the  prescribing  practices  of  physi- 
cians we  talked  about  in  connection  with  your  survey. 

One  of  these  promotional  practices  you  cite  is  the  paying  of  phy- 
sicians to  participate  in  research  involving  company  products.  This 
could  be  construed  as  a  kickback,  you  contend.  At  least  theoreti- 
cally, would  you  have  a  problem,  for  example,  with  a  company  re- 
search project  that  encouraged  physicians  to  enroll  many  patients 
in  a  study  of  effects  of  a  drug  in  a  use  that  is  not  approved  a  la- 
beled use  by  the  FDA? 

Ms.  Brown.  Well,  first,  there  is  a  difference  between  legitimate 
research  and  the  kinds  of  things  that  we  are  finding.  Many  of  the 
projects  labeled  "research  projects,"  were  not  appropriate  research 
endeavors,  and,  in  fact,  people  were  paid  whether  or  not  they  com- 
pleted their  questionnaires  at  the  conclusion  of  the  research. 
I  would  like  to  defer  to  the  FDA. 

Chairman  Wyden.  Let  me  ask  it  this  way:  If  the  financial  incen- 
tives were  directly  tied  to  enrolhng  people  in  the  study  of  effects 
of  a  drug  that  isn  t  an  approved,  labeled  use  by  the  FDA,  does  that 
raise  questions  in  your  mind? 
Ms.  Brown.  Well,  it  certainly  raises  questions. 
Chairman  Wyden.  Could  you  explain  where  the  problems  of  law 
might  be  in  these  kinds  of  instances,  how  the  physicians'  practices 
might  be  construed  as  having  been  warped  by  the  influence  of  case 
payment  or  other  inducements  of  material  value? 

Ms.  Brown.  For  our  particular  office,  the  two  areas  of  primary 
concern  are  use  of  Federal  dollars  and  whether  there  has  been  an 
inappropriate  use  of  a  drug  that  causes  harm  to  the  patient.  Obvi- 
ously, in  those  schemes  that  I  described,  the  activities  of  drug  com- 
panies have  definitely  influenced  prescribing  practices.  Prescribers 
are  paid  substantial  sums  of  money,  and  research  suggests  that 
prescribing  practices  are  influenced  by  such  inducements. 

Chairman  Wyden.  Let's  talk  about  human  growth  hormones  spe- 
cifically. As  the  subcommittee  understands,  the  following  is  occur- 
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ring:  Physicians  are  being  advised  how  and  when  these  drugs 
might  be  used  for  nonlabel  purposes,  specially  through  the  growth- 
tracking  project.  They  are  being  paid  to  collect  and  contribute  data 
for  this  tracking  project.  Their  ability  to  contribute  data  may  be  di- 
rectly proportional  to  the  amount  of  human  growth  hormone  they 
prescribe  to  physicians,  whether  these  patients  have  the  clinical  di- 
agnosed growth  hormone  deficiency  or  not.  Does,  again,  this  raise 
questions  in  your  mind  about  how  these  physicians'  practices  might 
be  construed  as  having  been  warped  by  the  influence  of  case  pay- 
ment or  other  inducements? 

Ms.  Brown.  Absolutely.  As  you  know,  we  have  devoted  a  consid- 
erable amount  of  work  to  this  particular  problem. 

Chairmgm  Wyden.  Are  you  concerned  that  these  kinds  of  prob- 
lems are  going  on  in  a  variety  of  settingfs  around  the  country,  and 
that  this  is  not  an  anomalous  situation? 

Ms.  Brown.  I  am  very  concerned,  sir.  It  definitely  is  a  growing 
problem.  In  fact,  we  have  opened  a  number  of  similar  investiga- 
tions throughout  the  country  which  I  am  not  free  to  discuss. 

Chairman  Wyden.  Well,  I  appreciate  the  sensitivity  on  this 
point.  There  has  been  some  discussion  that  this  kind  of  thing  has 
only  been  an  isolated  anomalous  situation,  and  you  have  clarified 
that  you  are  concerned  about  this  sort  of  thing  taking  place  in  a 
variety  of  communities  around  the  country.  That  is  our  imder- 
standing  and  our  concern,  and  I  appreciate  your  making  that  point 
clearly. 

Now,  you  say  that  both  the  American  Medical  Association  and 
the  pharmaceutical  manufacturers  have  established  antikickback 
rules  for  their  members.  In  your  experience,  are  their  rules  suffi- 
ciently stringent  to  keep  their  members  within  the  law? 

Ms.  Brown.  I  believe  that  without  penalty  or  enforcement  capa- 
bility, the  rules  have  not  been  effective  in  curbing  abuses.  Further- 
more, these  abuses  are  a  growing  problem.  We  applaud  industry's 
efforts  to  date  and  believe  their  actions  are  proper,  nevertheless, 
industry's  rules  need  enforcement  tools  so  that  they  can  be  useful. 

Chairman  Wyden.  Is  it  fair  to  say  that  the  self-enforcement  ef- 
forts on  the  part  of  the  pharmaceutical  manufacturers  and  the 
American  Medical  Association,  albeit  with  good  intentions,  simply 
are  not  sufficient? 

Ms.  Brown.  That  is  the  case,  sir. 

Chairman  Wyden.  Let  me  also,  if  I  might,  ask  you  about  the 
marketing  of  the  human  growth  hormone  drug.  In  this  example, 
you  note  that  physicians  were  receiving  kickbacks  in  the  form  of 
research  grants  or  monies  that  were  being  disguised  as  research 
grants.  In  your  experience,  is  this  kind  of  fabrication  effort  becom- 
ing more  prevalent  and  more  common? 

Ms.  Brown.  Yes,  it  is.  We  are  seeing  it  as  a  growing  trend,  and 
the  case  you  describe  is  one  of  the  more  graphic  descriptions  of  the 
kind  of  scenario  that  can  happen. 

Chairman  Wyden.  Let  me,  if  I  might  also  ask  you  Ms.  Brown, 
the  case  involving  this  one  physician  in  Minneapolis.  You  have  said 
that  there  are  other  cases  under  active  investigation  around  the 
country.  Can  you  give  us  an  idea  approximately  how  many  other 
cases  are  under  active  investigation? 
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Ms.  Brown.  If  you  would  indulge  me,  sir,  I  really  do  not  feel  free 
to  describe  that  at  this  time. 

Chairman  Wyden.  Well,  I  understand  that,  and  the  subcommit- 
tee has  always  felt  that  matters  of  ongoing  inquiries  need  to  be 
dealt  with  sensitively,  and  perhaps  that  kind  of  thing  could  be 
made  available  to  both  the  Minority  and  the  Majority  in  executive 
session. 

Ms.  Brown.  Thank  you. 

Chairman  Wyden.  Let  us  move  now  to  Mr.  Stern.  Mr.  Stem,  it 
seems  that  pharmaceutical  companies  are  especially  prone  to  im- 
proper marketing  arrangements  and  other  practices.  Why  don't  you 
start  bv  outlining  the  additional  steps  that  you  believe  that  the 
Federal  Government  ought  to  take  at  this  time  in  order  to  restrict 
the  adverse  influence  that  these  promotional  arrangements  have  on 
doctors'  decisions. 

Mr.  Stern.  Well,  actually  the  way  to  do  that  is  to  tell  you  some 
of  the  things  we  have  done.  Clearly,  we  bring  these  kickback  crimi- 
nal and  civil  violation  cases,  which  is  an  effort  to  get  at  the  compa- 
nies themselves.  We  then  try  and  go  after  the  individuals  as  well 
as  the  companies,  the  particular  individuals  who  are  in  charge  of 
these  kinds  of  frauds. 

Another  area  that  we  have  tried  to  expand  in  is  the  corporate 
compliance  agreements,  corporate  integrity  agreements  which  we 
are  trying  to  put  in  as  part  of  a  panoply  of  remedies,  both  criminal, 
civil,  and  administrative,  when  we  bring  these  cases. 

We  have  had  some  other  cases  in  addition  to  kickback  involving 
pharmacies,  and  in  particular  the  pharmaceutical  industry  with  re- 
spect to  McKeeson  in  vour  State  of  Oregon  where  McKeeson  was 
charged  with  a  false  billing  case  because  they  were  filing  numerous 
claims  that  the  branded  product  was  required  when  in  fact  the 
branded  product  was  not  required.  In  that  case  in  1994  McKeeson 
paid  $765,000  to  settle  claims  that  it  overcharged  the  Oregon  Med- 
icaid program.  So,  that  is  another  way  in  which  we  have  been  try- 
ing to  get  at  pharmaceutical  industries  which  may  be  involved  in 
improper  practices. 

Finally,  the  doctors  themselves  who  receive  these  payments  have 
to  be  concerned  that  they  themselves  are  involved  in  criminal  or 
certainly  civil  fraud  activities,  and  we  have  brought  cases  with  re- 
spect to  the  doctors  on  the  receiving  end.  So,  the  effort  is  to  do  this 
in  a  broad-based  way,  criminally,  civilly,  administratively,  both  at 
the  corporate  level,  at  the  individuals  in  the  corporation,  and  at 
those  who  are  receiving. 

Chairman  Wyden.  Do  you  share  Ms.  Brown's  view  that  the  cases 
at  which  we  are  looking  are  not  isolated,  anomalous  situations,  but 
in  fact  there  are  a  significant  number  of  them  around  the  country? 

Mr.  Stern.  Well,  we  have  described  the  number  we  have  already 
brought  which  demonstrate  there  is  no  anomaly  here.  We  have  the 
LaRoche  case  which  I  described,  the  McKeeson,  the  Ayerst  case, 
the  Caremark  case  which  has  now  been  indicted.  There  are  more 
and  more  of  these  cases  I  am  sure  that  will  be  brought  to  us  from 
HHS  through  their  referrals  or  from  FDA  through  its  referrals, 
such  as  the  Bar  case  I  described,  and  our  resources  have  been 
beefed  up  to  receive  these  cases,  to  investigate  them  and  to  pros- 
ecute them. 
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Chairman  Wyden.  Now,  it  seems  that  there  is  something  of  a 
continuum  of  promotional  activities  and  services  in  which  pharma- 
ceutical companies  engage.  For  example,  it  is  common  practice  for 
drug  companies  to  give  free  samples  of  new  products  to  physicians. 

Now,  clearly,  there  needs  to  be  an  effort  to  draw  a  line  between 
permissible  and  impermissible  marketing  practices  in  the  pharma- 
ceutical sector.  How  does  the  Justice  Department  go  about  trying 
to  draw  that  line? 

Mr.  Stern.  Well,  first,  we  work  with  HHS  investigators  who 
bring  us  many  of  these  cases,  so  they  themselves  have  investigated 
them  and  drawn  the  line  before  they  bring  the  cases  to  us.  Second, 
it  is  like  any  other  case  where  a  criminal  case,  we  have  intent  to 
prove,  in  a  factual  case  we  have  to  use  the  facts  and  the  statute 
to  demonstrate  to  a  jury  that  there  is  intent  to  violate  the  law. 

The  way  the  statute  reads,  it  has  to  be  a  knowing  and  willful  so- 
licitation of  a  pajonent,  for  example,  to  induce  a  referral  for  Medic- 
aid or  Medicare.  That  is  the  way  the  statute  now  reads.  So,  we  look 
at  the  facts  and  try  and  determine  as  we  do  in  many  of  our  cases 
when  we  have  the  facts  to  prove  intent. 

Chairman  Wyden.  Well,  I  think  what  you  are  saying  is  that  you 
have  a  pretty  high  threshold  at  this  point,  and  maybe  that  is  why 
you  have  made  it  clear  that  you  want  the  Congress  to  look  at  some 
additional  kinds  of  remedies.  Let  me,  if  I  might,  ask  you  about  one. 

You  said  that  a  civil  enforcement  statute  would  be  helpful  to  the 
agency.  Could  you  explain  how  having  this  additional  tool  would  be 
helpful?  Possibly  you  could  deal  with  it  in  the  context  of  a  couple 
of  specific  kinds  of  problems  into  which  you  would  like  to  dig. 

Mr.  Stern.  Well,  the  example  you  just  mentioned,  when  we  have 
to  show  intent  under  the  kickback  law,  antikickback  law  now,  we 
only  have  the  right  to  do  that  on  the  criminal  side.  There  is  no  civil 
antikickback  law  at  the  moment.  So,  a  case  which  might  not  be 
provable  with  respect  to  intent  criminally  might  be  provable  with 
respect  to  a  civil  antikickback  statute.  Now,  that  does  not  mean  we 
do  not  bring  cases  of  this  sort  now.  We  believe  we  have  remedies 
available  to  us,  but  it  would  be  much  clearer  and  easier  for  us  if 
there  were  both  a  civil  antikickback  law  and  the  present  criminal 
antikickback  law. 

Second,  we  have  seen  throughout  the  health  care  fraud  area  that 
when  someone  is  defrauding  one  part  of  the  system,  they  are  usu- 
ally defrauding  other  parts  of  the  system.  The  antikickback  law 
now  deals  only  with  Medicare  or  Medicaid,  and  yet  we  see  often 
that  CHAMPUS,  which  is  another  Federal  program,  might  be  im- 
plicated by  these  kickbacks,  and  similarly,  private  insurance  com- 
panies. So,  we  have  also  asked  that  the  antikickback  statute,  both 
on  the  criminal  side  as  well  as  the  civil  side,  be  expanded  beyond 
just  Medicare  and  Medicaid  to  deal  with  all  payers  in  the  health 
care  area. 

Chairman  Wyden.  In  terms  of  the  civil  statute  matter,  could  one 
argue  that  in  tough  budget  times  this  would  allow  for  enforcement 
dollars  to  be  used  more  effectively  and  would  be  a  cost-effective  ad- 
ditional law  enforcement  tool? 

Mr.  Stern.  Absolutely,  Mr.  Chairman. 

Chairman  Wyden.  That  is  always  the  best  argument  around 
here,  I  find.  I  thank  you  for  an  excellent  presentation. 
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Let  me  move  to  you,  Ms.  Pendergast.  In  a  letter  to  me  last  Au- 
gust, the  FDA  said,  in  effect,  that  while  the  agency  has  sufficient 
statutory  powers  and  penalties  to  crack  down  on  drug  companies 
for  off-label  marketing  and  promotion  after  the  fact,  the  agency 
probably  does  not  have  sufficient  power  to  keep  these  pharma- 
ceutical companies  from  breaking  the  law  in  the  first  place.  Could 
you  elaborate  on  that?  Because  that  strikes  me  as  really  alarming. 

This  subcommittee's  work  really  goes  back  to  my  work  with  the 
Gray  Panthers,  that  the  heart  of  an  effective  effort  is  built  around 
deterrence,  and  what  you  want  to  do  is  to  keep  people  from  engag- 
ing in  these  kinds  of  illegal  acts,  rather  than,  in  effect,  trying  to 
play  catchup  ball  after  they  perpetrated  the  offense  and  you  try  to 
undo  it.  So,  I  found  this  FDA  statement  to  be  something  that  really 
was  very  significant.  Maybe  you  could  elaborate  on  that. 

Ms.  Pendergast.  Well,  the  key  problem  is  that  the  economic  re- 
wards for  this  illegal  promotional  behavior  are  enormous,  and, 
therefore,  it  is  worth  it  to  companies  to  nm  the  risk  of  FDA  regu- 
latory enforcement.  Our  enforcement  always  takes  place  after  the 
fact.  They  know  we  are  imlikely  to  go  after  the  drug  itself,  because 
while  we  could  pull  the  drug  off  the  market  if  there  has  been  illegal 
promotion  of  a  drug,  that  would  harm  the  patients  of  this  country, 
and  we  can  not  harm  the  patients  of  this  country;  we  want  to  pun- 
ish the  company  that  does  illegal  promotion.  So,  we  can  not  hit 
them  very  effectively  in  their  pocketbook  by  stopping  use  of  their 
drug. 

Injunctions  always  take  place  after  the  fact  and  causes  the  com- 
pany to  do  a  remedial  campaign,  but  in  the  meantime  it  has  reaped 
enormous  profits.  So,  it  is  worth  the  risk  to  get  an  injunction  which 
requires  the  company  to  put  a  few  ads  in  the  medical  journals  and 
send  out  a  dear  doctor  letter.  The  fact  of  the  matter  is  because 
criminal  cases  are  so  resource-intensive,  they  don't  happen  very 
often. 

We  have  learned  that  the  pharmaceutical  industry,  the  market- 
ing managers,  basically  take  the  position  that  they  have  not  done 
a  good  job  of  pushing  their  product  until  they  get  a  letter  from  the 
FDA  telling  them  to  cut  it  out,  and  then  they  know  that  they  have 
been  aggressive  enough. 

Chairman  Wyden.  This  is  getting  progressively  more  alarming. 
I  mean,  it  seems  to  me  what  you  are  saying  is  that  the  companies 
have  the  FDA  over  the  barrel  and  have  all  the  leverage  in  this  kind 
of  situation,  at  least  absent  additional  statutory  tools;  is  that  right? 

Ms.  Pendergast.  Some  days  it  feels  like  that,  although  we  have 
not  sat  idly  by,  and  we  will  be  bringing  more  cases.  I  think  it  is 
important  for  us  to  continue  to  bring  cases,  to  continue  to  bring 
high-profile  cases,  and  to  wake  the  industry  up  and  make  them  re- 
alize that  they  should  not  be  engaging  in  this  behavior.  We  will 
also  be  looking  to  see  what  we  can  do  with  respect  to  our  own  regu- 
lations and  what  we  can  do  with  the  statutory  tools  that  we  now 
have. 

Chairman  Wyden.  So  as  of  now,  the  agency  intends  to  try  to 
send  a  high  profile  message  with  a  relatively  small  number  of  cases 
so  as  to  try  to  exercise  some  deterrence  that  way;  is  that  correct? 
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Ms.  Pendergast.  That  is  right.  When  your  resources  don't  match 
the  problem,  the  most  cost-effective  method  is  to  bring  high-profile 
cases. 

Chairman  Wyden.  All  right.  In  the  area  of  enhanced  statutory 
authority,  what  is  it  that  the  agency  believes  would  be  most  useful? 

Ms.  Rendergast.  Well,  there  is  no  administration  position  on 
any  new  authorities. 

Chairman  Wyden.  I  imderstand  that,  so  why  don't  you  just  out- 
line what  might  be  useful  and  we  will  keep  it  in  that  context. 

Ms.  Pendergast.  Well,  as  is  clear,  we  are  the  oldest  consumer 
protection  agency  in  this  country,  and  because  we  are  the  oldest, 
our  initial  enabling  legislation  is  also  the  oldest,  and  our  regulatory 
and  enforcement  tools  reflect  the  age  of  our  agency.  Some  of  the 
newer,  modem  law  enforcement  tools  are  not  given  to  the  Food  and 
Drug  Administration.  But  here  I  think  you  have  to  understand  that 
the  main  issue  is  not  science,  the  main  issue  is  not  the  taking  care 
of  patients;  the  main  issue  here  is  money  and  how  to  get  more  of 
it.  I  think  when  you  are  trying  to  basically  fight  economic  crimes, 
you  have  to  be  able  to  fight  money  with  money.  So,  I  think  that 
civil  money  penalties  or  other  economic  consequences  to  this  behav- 
ior would  be  most  valuable. 

Chairman  Wyden.  It  is  striking  how  much  that  answer  resem- 
bles what  Mr.  Stern  really  said. 

Ms.  Pendergast.  That  is  right. 

Chairman  Wyden.  I  mean,  what  you  all  are  describing  is  a  very 
expensive  way  to  go  about  doing  the  taxpayers'  business,  and,  in 
effect,  it  would  be  possible  to  get  a  lot  more  for  the  taxpayers'  en- 
forcement dollar  if  there  were  the  statutory  kinds  of  tools,  so  that 
you  could  have  deterrence  rather  than  play  catchup  ball.  I  am 
going  to  make  sure  that  that  gets  passed  on  to  my  colleagues. 

Now,  Ms.  Pendergast,  if  you  might,  tell  us  how  serious  of  a  prob- 
lem off-label  marketing  £ind  promotion  is  in  the  agency's  opinion. 

Ms.  Pendergast,  We  think  it  is  a  very  serious  problem.  We  be- 
lieve that  it  undermines  our  new  drug  approval  process. 

Before  a  drug  comes  into  the  market,  the  FDA  does  a  scientific 
review  and  determines  that  the  risks  associated  with  the  drug  are 
outweighed  by  the  benefits  that  the  drug  provides  to  patients. 
When  you  promote  a  drug  for  an  off-label  or  an  unapproved  use, 
basically  nobody  has  done  that  risk-benefit  calculation.  So,  you  are 
giving  drugs  of  dubious  benefit  to  patients  at  the  same  time  you 
are  permitting  those  patients  to  run  the  risk  of  potential  harm  that 
all  drugs  cause. 

So  we  find  that  very  problematic,  especially  when,  as  we  have 
seen  time  and  time  again,  more  companies  bring  their  science  to 
the  FDA  and  say,  can  we  get  a  label  indication  for  this  use,  and 
the  FDA  says,  no,  you  basically  have  not  shown  that  the  drug  is 
effective  for  that  use.  The  company  then  turns  around  and  uses  a 
promotional  scheme  to  promote  the  drug  for  the  off-label  use.  So, 
there  we  know  the  drug  does  not  work  and  yet  the  patients  are 
being  exposed  to  it. 

Chairman  Wyden.  In  your  view,  why  do  the  drug  companies 
push  the  edge  of  the  envelope  so  hard  in  this  area?  Is  it  just  a  mat- 
ter of  economics?  In  your  view,  why  are  they  pushing  this  so  hard? 
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Ms.  Pendergast.  The  companies  are  doing  it  for  the  same  rea- 
son really  that  Willie  Sutton  robbed  banks.  That  is  where  the 
money  is.  Although  a  lot  of  money  is  spent  on  drugs  every  year, 
the  number  of  dollars  spent  on  drugs  is  remaining  fairly  constant. 
So,  it  is  more  economic  and  cheaper  to  get  a  bigger  share  of  the 
existing  market  than  it  is  to  do  the  research  and  development  to 
find  new  drugs  and  develop  an  increased  profit  base  that  way.  So, 
basically  what  you  are  seeing  is  the  companies  fighting  very  hard 
for  pieces  of  the  already  existing  pie. 

Chairman  Wyden.  Let  me  ask  you  about  Protropin.  Respond  in 
the  context  that  you  need  to  be  circumspect  because  the  agency  is 
in  a  sensitive  position.  So,  let  me  pursue  this  along  the  lines  of  a 
theoretical  question  involving  paying  a  doctor  to  conduct  research 
that  by  implication  requires  them  to  prescribe  a  drug  for  a  use  not 
approved  by  the  FDA. 

Now,  there  is  a  scientific  and  clinical  research  value  to  doing 
this,  at  least  there  would  be  in  some  cases.  But  is  it  not  also  a  mat- 
ter of  financially  promoting  the  off-label  use  of  a  drug? 

Ms.  Pendergast.  I  think  it  is  really  important  here  to  separate 
out  legitimate  research  from  nonlegitimate  post-marketing  pro- 
motional activities.  The  FDA  firmly  believes  that  when  a  drug  is 
on  the  market  and  new  uses  are  found  for  the  drug,  that  those  new 
uses  should  be  very  carefully  studied  so  the  information  on  the  new 
uses  can  be  put  on  the  label  so  that  patients  are  benefited  and  so 
that  doctors  underst2ind  precisely  how  to  prescribe  the  drug  for  the 
new  use. 

Well,  the  doctors  that  are  doing  that  new  research  are  getting 
paid  for  that  new  research.  So,  there  is  legitimate  research  being 
done  in  this  country  on  new  uses  for  already  approved  drugs.  But 
there  is  certain  indicia  of  what  that  real  scientific  research  looks 
like.  There  are  control  groups,  and  Dr.  Janet  Woodcock  perhaps 
could  explain  more  fully  the  indices  for  real  clinical  research.  You 
have  to  separate  that  from  what  are  "seeding  studies,"  where  you 
are  basically  giving  them  money  solely  for  the  purpose  of  getting 
doctors  to  prescribe  a  particular  drug  to  their  patients,  whether  or 
not  that  drug  is  the  best  drug  for  those  patients. 

Chairman  Wyden.  Now,  from  the  standpoint  of  the  consumer, 
when  legitimate  research  is  done  that  shows  that  a  lot  of  these  new 
uses  are  available  and  safe,  is  it  possible  to  get  that  information 
out  to  the  public  quickly? 

Ms.  Pendergast.  Yes.  We  do  not  stand  in  the  way  of  scientific 
publications.  So,  when  there  is  legitimate  scientific  research,  that 
legitimate  research  can  be  published  in  good  medical  journals,  and 
then  doctors  know. 

What  we  are  trying  to  do  is  make  certain  that  that  information 
is  well-vetted  and  that  the  information  gets  on  the  label,  because 
we  think  it  is  important  for  doctors  to  use  the  label  to  understand 
how  to  carefully  prescribe  drugs. 

Chairman  Wyden.  The  reason  that  I  ask  this  is  because  consum- 
ers do  feel  that  in  many  instances  the  latest  scientific  information 
is  not  available  to  them,  and  I  am  anxious  to  work  with  the  agency 
to  try  to  strike  a  balance  here.  You  want  to  make  sure  that  there 
is  legitimate  research  and  that  there  is  a  line  drawn  between  that 
and  these  kinds  of  tie-in  arrangements  and  at  the  same  time  to  in- 
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sure  that  the  pubHc  doesn't  feel  that  the  Grovemment  is  foot-drag- 
ging in  terms  of  really  looking  at  the  latest  research. 

Now,  you  note  that  the  FDA  regulations  were  set  up  to  deal  with 
interactions  between  drug  companies  and  physicians.  But  as  we  all 
know,  there  are  a  lot  of  intermediaries  now.  You  have  managed 
care  companies,  a  wide  variety  of  companies  that  have  essentially 
changed  the  health  care  calculus.  Now  the  key  transaction  and  the 
business  may  be  the  one  between  the  managed  care  provider  and 
the  patient,  and  there  is  some  evidence  that  that  is  a  situation 
faced  in  human  growth  hormone  as  well. 

Why  don't  you,  if  you  would,  outline  the  kind  of  regulatory  chal- 
lenges that  result  from  this  kind  of  change  since  the  FDA's  first 
days  and  what  the  FDA  needs  to  do  in  order  to  respond. 

Ms.  Pendergast.  It  is  a  very  complex  question,  and  I  won't  take 
all  day,  but  let  me  iust  give  you  a  couple  of  examples.  There  are 
many  ways  in  which  the  managed  care  organizations  and  phar- 
macy benefit  companies  connect  with  the  doctors  and  the  patients. 
For  example,  they  create  in-control  formularies.  Now,  a  formulary 
is  a  good  thing  if  it  is  a  well-considered  class  or  a  grouping  of  drugs 
that  are  the  best  drugs  out  there.  It  is  an  opportunity  to  make  cost- 
effective  choices;  it  is  an  opportunity  to  use  the  drugs  that  have  the 
fewest  side  effects.  So,  if  done  in  a  careful,  thoughtful,  scientific 
and  medical  way,  a  formulary  is  a  good  thing. 

A  formulary,  though,  can  also  be  a  tool  for  marketing.  If  the 
managed  care  company  gets  end  of  the  year  profits  by  shifting  doc- 
tors from  one  drug  to  another,  or  gets  lower  prices  by  directing  doc- 
tors to  one  group  of  drugs  rather  than  another,  then  the  decisions 
that  are  being  made  for  those  patients  are  not  being  made  based 
on  medical  grounds,  but  are  rather  being  made  based  purely  on 
economic  grounds,  and  there  you  have  a  problem  of  potential  com- 
mercial bias. 

Similarly,  managed  care  companies  or  HMO's  are  training  their 
physicians — they  are  trying  to  teach  the  physicians  how  best  to 
manage  their  patients.  Again,  that  is  a  good  thing  if  done  in  a  care- 
ful, thoughtful,  scientific  way,  and  it  can  be  a  bad  thing  if  the  man- 
aged care  organization  or  HMO  is  simplv  an  agent  of  the  drug  com- 
pany, and  is  being  used  to  promote  drugs  lor  their  unapproved 
uses. 

So  what  we  have  to  do  is  to  look  carefully  at  what  is  going  on, 
and  see  whether  or  not  there  is  independence  or  whether  or  not 
there  is  bias  being  bought  and  paid  for  by  the  drug  companies. 

This  is  an  industry  that  is  changing  rapidly.  There  are  many, 
many  new  changes  going  on  in  this  industry.  We  can  not  pretend 
to  have  the  answers.  Right  now  we  are  at  the  beginning  of  the 
process  of  figuring  out  what  are  the  questions,  and  we  are  asking 
the  pharmaceutical  industry  what  they  are  doing,  why  they  are 
doing  it,  and  how  they  see  it  impacting  on  their  obligations  under 
the  Federal  Food,  Drug  and  Cosmetic  Act. 

Chairman  Wyden.  What  you  are  describing  essentially  involves 
a  complicated,  multicorporation  kind  of  setting.  How  do  you  get  in- 
formation about  these  kinds  of  situations?  I  mean,  I  guess  what  is 
puzzling  to  me  is  maybe  if  my  friends  in  the  Gray  Panthers  send 
you  something  on  the  transom,  you  hear  about  it.  But  I  am  curious, 
how  does  the  agency  get  information  in  this  regard? 
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Ms.  Pendergast.  Well,  the  way  we  get  information  is  simply  to 
ask  for  it.  It  is  basically  our  only  tool.  We  have  been  asking  compa- 
nies what  they  are  doing.  We  do  get  information  from,  as  you  sug- 
gest, consumers  and  from  competitors.  But  it  is  difficult  to  pierce 
the  veil  here. 

Chairman  Wyden.  So  what  you  all  do  is  you  just  call  up  and  say, 
good  morning,  this  is  the  FDA,  we  would  like  information  on  the 
following  areas,  even  though  we  suspect  there  may  be  some  she- 
nanigans and  they  say,  oh,  we  are  happy  to  give  you  whatever  you 
want. 

Ms.  Pendergast.  I  wish  it  were  so  simple.  But  we  have,  in  all 
seriousness,  we  have  sent  letters  out  to  the  major  pharmaceutical 
companies — ^pharmaceutical  companies  that  have  purchased  health 
care  organizations  and  doctors'  practices,  and  we  are  asking  them, 
what  are  the  changes  that  are  taking  place  in  this  marketplace, 
and  how  do  you  see  yourself,  as  a  drug  company,  able  to  comport 
yourself  within  the  law  in  this  new  environment?  How,  if  you  own 
the  formulary,  are  you  going  to  be  able  to  maintain  independence 
between  the  formulary  decisions  and  your  drug  promotion  deci- 
sions? It  is  a  challenge  not  just  for  us,  but  also  for  the  pharma- 
ceutical industry  as  a  whole. 

Chairman  Wyden.  I  want  to  move  on  to  some  other  areas,  but 
I  am  going  to  be  talking  to  the  agency  some  more  about  this,  be- 
cause it  seems  to  me  that  if  you  are  talking  about  a  drug  company 
and  you  want  information  from  them,  they  nave  some  reason  to  be 
interested  in  working  with  the  Food  and  Drug  Administration,  be- 
cause they  will  of  course  have  products  that  are  brought  up  for  ap- 
proval. But  if  you  are  talking  about  a  managed  care  organization 
and  some  of  these  new  state-of-the-art  kinds  of  health  care  pro- 
grams, it  doesn't  seem  that  the  agency  would  have  much  leverage 
to  get  the  kind  of  information  in  these  high-growth  kinds  of  areas. 

Ms.  Pendergast.  Well,  as  you  indicated,  we  have  more  regu- 
latory control  over  drug  companies,  and  indeed,  their  labeling  and 
some  of  the  promotional  brochures  and  other  information  must  be 
submitted  to  the  agency  as  part  of  our  regulatory  scheme.  It  is 
more  complex  with  respect  to  managed  care  organizations.  How- 
ever, when  they  are  owned  by  a  drug  company,  we  take  a  position 
that  they  are  part  of  the  drug  company,  and  so  we  have  an  oppor- 
tunity to  ask  them  questions  about  their  behavior. 

Chairman  Wyden.  All  right.  Questions  have  been  raised  regard- 
ing the  activities  of  nonprofit,  voluntary  health  organizations  who 
are  involved  in  research  and  education  concerning  growth  dis- 
orders. It  seems  that  at  least  one  of  these  organizations,  the 
Human  Growth  Foundation,  receives  a  substantial  amount  of 
money  from  the  drug  industry.  This  foundation  and  others  are  ac- 
tively involved  in  growth  screening  projects.  If  these  projects  result 
in  the  referral  of  nonhormone  deficient  youngsters  for  treatment 
using  CTOwth  hormone,  in  your  view,  and  again  let's  talk  theoreti- 
cally, does  this  constitute  a  problematic  promotional  activity? 

Ms.  Pendergast.  I  can't  talk  about  the  specifics  of  Protropin  be- 
cause of  the  ongoing  investigations.  But  generally  speaking,  yes,  we 
are  concerned  when  entities  that  appear  to  be  private  or  independ- 
ent entities  are  really  agents  of  drug  companies,  and  that  informa- 
tion is  not  made  known  to  the  people  who  are  relying  on  the  infor- 
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mation  they  are  getting.  So,  it  does  not  matter  whether  your  doctor 
has  been  paid  to  prescribe  you  a  drug,  or  your  pharmacist  has  been 
paid  to  give  you  a  drug,  or  the  charity  or  organization  that  you 
went  to  for  advice  and  counsel  because  you  or  a  family  member  is 
sick  is  involved.  In  each  instance  what  you  are  doing  to  as  a  pa- 
tient or  as  a  consumer  is  going  to  a  person  who  you  tnink  is  inde- 
pendent and  who  has  your  best  interests  at  heart.  In  each  of  these 
instances  what  we  are  seeing  is  that  the  persons  or  entities  that 
we  thought  were  independent,  that  we  thought  cared  about  us  as 
consumers,  are  really  just  agents  of  the  drug  companies  and  are 
being  paid  to  take  the  positions  that  they  are  taking.  That  under- 
mines, I  think,  the  entire  level  of  trust  that  we  all  place  in  the 
health  care  system  and  it  presents  an  incredibly  serious  concern  to 
us. 

Chairman  Wyden.  In  your  testimony  you  state  that  a  company 
might  seek  FDA  approval  for,  quote,  narrow  indication  of  use  for 
new  drug  with  the  strategy  to,  quote,  make  the  drug  available  in 
the  marketplace,  and  in  snort,  a  time  is  possible,  then,  to  promote 
uses  of  the  drug  well  beyond  the  approved  indications,  unquote. 
You  also  note  that  this  kind  of  practice  results  in  a  much  smaller 
available  safety  database.  Is  it  not  also  true  that  it  provides  a 
much  smaller  efficacy  database? 

Ms.  Pendergast.  I  would  like  to  ask  Dr.  Woodcock  to  answer 
that. 

Ms.  Woodcock.  Basically,  the  data  on  safety  won't  relate  to  the 
off-label  use  of  the  drug.  So,  there  may  be  a  smaller  safety 
database,  because  fewer  patients  were  studied  if  a  narrow  indica- 
tion was  pursued.  But  there  also  will  not  be  specific  safety  data  on 
any  off-label  use,  smd  the  drug  may  be  more  safe  than  that  or  it 
may  be  less  safe  in  the  off-label  use. 

For  efficacy,  the  problem  is  not  the  size  of  the  database,  but  the 
fact  that  we  don't  have  information  that  shows  that  the  drugs  work 
in  the  off-label  use.  That  is  the  more  serious  problem. 

Chairman  Wyden.  Isn't  the  problem  of  what  is  happening  with 
hormone  growth  a  classic  example  of  essentially  what  I  have 
asked? 

Ms.  Woodcock.  There  is  an  extrapolation  I  think  of  the  efficacy 
findings  in  gprowth  hormone  deficiency  to  other  short  stature  condi- 
tions that  aren't  supported  by  efficacy  data,  what  we  would  con- 
sider hard  efficacy  data.  It  doesn't  mean  the  drug  doesn't  work;  it 
means  it  hasn't  been  adequately  studied. 

Chairman  Wyden.  Ms.  Pendergast,  you  note  in  your  testimony 
that  advanced  technology  and  the  rapidf  diffusion  of  drugs  needs  to 
be  supported  by  extensive  prescriber  information.  Would  you  agree 
that  this  is  especially  true  for  newer,  off-label  uses  of  drugs? 

Ms.  Pendergast.  I  would  like  to  see  off-label  uses  of  a  drug  to 
get  on  the  label  so  that  the  label  is  the  best  place  for  doctors  to 
go  to  get  information  about  how  to  use  the  drug.  I  think  that  what 
we  are  seeing  is  a  proliferation  of  information  in  the  marketplace, 
some  of  which  is  very  good,  some  of  which  is  the  result  of  well-done 
clinical  trials  that  are  done  by  independent  researchers  and  are 
published  in  well-vetted  scientific  journals.  But  that  information 
competes  with  these  bogus  journals  that  are  paid  for  by  the  drug 
companies,  by  research  that  is  not  truly  research,  that  is  being  con- 
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ducted  by  companies  with  extensive  financial  ties  to  the  drug  com- 
panies. So,  I  think  that  there  is  an  important  point — ^there  is  infor- 
mation out  there,  but  I  think  that  there  is  a  great  need  for  inde- 
pendent information  out  there. 

Chairman  Wyden.  Well,  I  share  your  view  and  the  question  is 
going  to  be  the  variety  of  diflTerent  w^s  in  which  we  can  get  inde- 
pendent information.  Frankly,  what  I  have  been  concerned  about 
is  that  what  all  of  you  have  been  talking  about  are  these  kind  of 
inexorable  forces  in  the  present  system  that  seem  to  be  biasing 
some  of  the  information  that  is  g^iven  to  doctors  and  others. 

So  Ms.  Pendergast,  what  do  you  think  of  the  idea  of  encouraging 
drug  companies  to  work  through  the  agency  for  health  care  policy 
and  research,  with  the  oversight  of  the  FDA  to  provide  information 
on  oflF-label  uses  of  drugs  to  prescribers  and  purchasers? 

Ms.  Pendergast.  I  tnink  that  that  would  be  an  important  step. 
I  think  it  is  critical  that  we  get  good  research  on  unapproved  uses 
so  that  those  uses  can  either  be  approved  or  discontinued.  I  think 
the  state  of  play  we  have  right  now,  where  doctors  are  basically  ex- 
perimenting on  their  patients  because  of  sketchy  information  pro- 
vided by  drug  companies,  is  not  acceptable. 

Chairman  Wyden.  Well,  all  of  you  have  been  excellent. 

Let  me  turn  now  to  Mr.  Lehman,  our  Minority  coimsel,  and  I 
would  also  like  to  note  that  our  Ranking  Republican,  Mr.  Combest, 
has  been  very  extensively  involved  in  the  work  of  the  subcommittee 
on  this  issue  and  was  called  away  to  his  district.  No  one  thought 
that  the  Congress  would  be  adjourned  at  this  point,  and  he  very 
much  wanted  to  be  here. 

Let  me  recognize  the  Minority  counsel  at  this  time. 

Mr.  Lehman.  Thank  you,  Mr.  Chairman.  I  certainly  appreciate 
you  holding  this  hearing  and  applaud  Mrs.  Brown  and  Mr.  Stem's 
work  on  rooting  out  fraud  and  abuse.  I  just  have  a  quick  technical 
question  or  two  for  Ms.  Pendergast. 

It  is  our  understanding  that  certain  FDA-approved  drugs  that 
have  been  shown  to  be  effective  for  off-label  use  and  can  be  reim- 
bursed, say,  through  HCFA  for  off-label  uses,  while  FDA  hasn't  ap- 
proved them  for  those  uses.  Is  that  contradiction  there?  Is  that  tell- 
ing one  part  of  the  Government  saying  yes  and  the  other  part  of 
the  Grovernment  saying  no?  Does  that  confuse  consumers  and  doc- 
tors when  doctors  are  out  there  saying  this  is  a  drug  that  should 
be  used  for — and  cancer  drugs  is  one  that  pops  out. 

Ms.  Pendergast,  Well,  let  me  answer  your  question  in  a  couple 
of  parts.  There  is  a  law  that  was  passed  as  part  of  amendments 
to  the  Medicare-Medicaid  laws  that  require  HCFA  to  reimburse  for 
certain  off-label  uses  if  such  off-label  uses  are  found  in  certain 
specified  compendia.  So,  HCFA  is  following  the  law  when  it  does 
that. 

I  think  that  that  represents  an  understanding,  a  need  for  con- 
stancy, so  that  like  cases  are  being  treated  alike  across  the  country. 
In  some  circumstances,  but  not  all,  it  also  represents  good  medical 
decisionmaking. 

I  think  what  you  have  to  imderstand  is  that  the  FDA  recognizes 
that  there  are  certain  legitimate  off-label  uses  of  drugs.  For  exam- 
ple, in  cancer,  if  a  cancer  drug  has  been  found  to  be  effective  in 
one  kind  of  solid  tumor,  while  we  are  waiting  for  the  evidence  on 
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another  solid  tumor,  it  might  be  medically  appropriate  to  give  a  pa- 
tient that  drug  for  an  off-label  use.  So,  we  always  have  wanted  to 
give  doctors  the  freedom,  in  the  exercise  of  their  best  medical  judg- 
ment for  an  individual  patient,  to  use  a  drug  for  an  unapproved 
use.  But  what  has  happened  is  that  the  pharmaceutical  industry 
is  using  our  decision  to  permit  doctors  to  use  drug^  for  off-label 
uses  to  create  a  major  loophole  in  the  drug  laws,  big  enough  that 
you  could  drive  a  truck  through.  So,  rather  than  take  any  steps  to 
get  new  uses  on  the  label,  they  find  it  more  economically  efficient 
to  simply  bypass  the  entire  approval  process  and  do  widespread 
promotion  of  those  unapproved  uses. 

What  we  want  to  capture  is  stopping  the  drug  companies  from 
the  bogus  scientific  seminars,  from  the  bogus  scientific  journals, 
from  the  widespread  promotion  of  the  unapproved  uses.  We  are  not 
trying  to  stop  an  individual  physician  in  an  individual  case  from 
treating  that  patient  in  the  best  way  possible  using  state-of-the-art 
knowledge. 

Mr.  Lehman.  Just  one  follow-up  on  that. 

Chairman  Wyden.  Go  ahead. 

Mr.  Lehman.  Just  one  other  point.  We  had  heard  from  other 
small  businesses  at  the  previous  hearings  that  one  of  the  problems 
that  they  see  is  that  they  come  with  narrowly  focused  NDA's  be- 
cause of  the  length  of  the  approval  process,  and  that  if  somehow 
the  approval  process  was  expedited — I  know  the  Chairman  has 
been  working  with  that,  and  we  are  supportive  of  trying  to  do 
that — that  they  may  be  more  inclined  to  seek  broader  approval  for 
drugs,  and  that  it  makes  economic  sense  for  them  the  larger  popu- 
lation, but  it  also  makes  it  that  much  more  expensive  to  get  ap- 
proval. 

Ms.  Pendergast.  It  is  certainly  less  expensive  to  test  a  drug  on 
a  few  people  than  to  test  a  drug  on  a  lot  of  people.  It  may  not  be 
best  for  patients  if  you  do  that.  I  think  that  the  argument  that  the 
FDA's  approval  process  takes  too  long  is  an  argument  that  is  losing 
a  lot  of  its  force.  Because  of  prescription  drug  user  fees,  the  FDA 
and  the  industry  worked  out  timeframes  which  the  FDA  is  going 
to  meet  in  its  review  and  approval  process.  And  although  the  spe- 
cific timeframes  don't  kick  in  for  another  year  or  so,  the  fact  of  the 
matter  is  that  the  FDA  is  presently  meeting  or  exceeding  the  goals 
that  were  set  out  in  that  legislation.  So,  I  think  that  the  argument 
that  we  take  too  long  is  an  argument  without  a  lot  of  force. 

Mr.  Lehman.  We  nave  heard  those  complaints  from  small  busi- 
nesses in  the  past.  I  appreciate  your  indulgence,  Mr.  Chairman. 

Chairman  Wyden.  I  thank  the  Chairman — that  is  an  area  on 
which  we  are  going  to  want  to  work  very  closely  with  the  agency, 
because  in  Oregon,  and  Texas,  and  everywhere  else,  we  are  still 
hearing  that  concern.  I  know  the  agency  is  trying  to  be  very  vigor- 
ous in  terms  of  shortening  that  timetable,  but  let  me  pass  on  we 
are  still  hearing  a  lot  of  these  kinds  of  concerns  and  we  want  to 
work  closely  with  the  agency,  and  as  Minority  counsel  has  noted, 
we  have  dealt  with  this  in  a  bipartisan  way  and  we  will  continue 
to  do  so. 

Ms.  Pendergast.  It  is  a  concern  to  us  as  well.  We  are  working 
hard  at  that. 
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Chairman  Wyden.  Do  any  of  you  have  anything  you  would  hke 
to  add  further?  We  thank  you  for  an  excellent  presentation.  We  will 
excuse  you  at  this  time  and  please  accept  our  commendations  for 
a  job  well  done. 

Our  next  panel,  Mr.  Benjamin  Dobrin,  student,  University  of 
Vermont;  Stanley  Dobrin,  Minneapolis,  Minnesota;  and  John  P. 
Towle,  Charlotte,  North  Carolina.  If  you  three  would  come  forward. 

Let  me,  if  I  could,  ask  our  witnesses  to  come  forward.  We  have 
our  witnesses.  Let  me  ask  our  guests,  if  I  might,  we  have  got  two 
lengthy  panels  to  go  and  if  I  could  ask  our  guests  to  be  seated,  we 
would  like  to  proceed. 

Mr.  Dobrin,  two  Mr.  Dobrins.  Mr.  Towle,  we  have  you.  It  is  the 
practice  of  this  subcommittee  to  swear  all  of  the  witnesses  who 
come  before  the  subcommittee.  Do  any  of  you  have  any  objection 
to  being  sworn  as  a  witness?  Please  rise  and  raise  your  right  hand. 

[Witnesses  sworn.] 

Chairman  Wyden.  We  will  make  your  prepared  statements  a 
part  of  the  hearing  record  in  their  entirety.  We  very  much  appre- 
ciate all  of  you  coming.  I  know  that  traveling  from  across  the  coun- 
try is  time  consuming,  and  we  very  much  appreciate  your  coopera- 
tion and  assistance  in  tackling  these  issues. 

Mr.  Benjamin  Dobrin,  let  us  begin  with  you.  We  will  put  your 
prepared  statement  into  the  record  in  its  entirety.  I  have  long  felt 
that  it  is  sort  of  a  biological  urging  to  constantly  read  everything 
that  is  before  us,  but  if  you  might  take  just  5  or  6  minutes  and  just 
talk  to  us  about  your  views,  and  we  will  make  your  prepared  state- 
ment a  part  of  the  record. 

Mr.  Benjamin  Dobrin.  OK 

Chairman  Wyden.  You  have  to  move  that  microphone  a  little  bit 
closer  to  you,  too. 

TESTIMONY  OF  BENJAMIN  DOBRIN,  STUDENT,  UNIVERSITY  OF 

VERMONT 

Mr.  Benjamin  Dobrin.  Basically  we  are  here  today  to  speak  on 
behalf  of  being  a  patient  of  Dr.  David  R.  Brown.  I  was  a  patient, 
along  with  my  brother,  Jon,  who  is  older  than  I  am.  We  were  both 
patients  of  Dr.  Brown  and  we  were  treated  with  the  Protropin  and 
given  tests — I  was  tested  for  the  medication  and  the  results  came 
back  as  having  zero  hormone  in  my  system,  which  never  really 
added  up  to  the  fact  that  I  had  never  quit  growing  completely  at 
all  throughout  any  of  my  years,  and  eventually  we  went  on  the  pro- 
gram. 

I  was  kind  of  a  subpar  patient.  I  frequently  missed  some  of  the 
injections  and  was  not — I  really  wasn't  comfortable  with  the  pro- 
gram from  the  beginning,  and  I  wasn't  sure  that  I  needed  it,  and 
basicallv  throughout  my  years  of  being  on  the  program  I  was  not 
the  perfect  patient,  so  to  speak. 

Often  when  I  would  go  into— in  for  my  daily  checkups — or  my 
monthly  checkups  they  would  tell  me,  oh,  you  are  doing  great.  It 
seemed  as  though  I  was  growing  just  fine,  and  they  thought  the 
therapy  was  benefiting  me,  although  they  weren't  aware  of  the  fact 
that  I  was  not  the  perfect  patient  that  they  thought  I  was. 

Eventually  I  started  the  program  in  the  seventh  grade  and  I  quit 
in  the — in  my  fall  semester  of  my  junior  year  in  high  school,  and 
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at  that  time  I  was  approximately  5  feet  7  inches  tall,  and  after  I 
quit  the  program,  I  gained  another  3  inches  of  growth.  I  am  ap- 
proximately 5  feet  10  inches  tall  and  gained  about  30  pounds, 
which  is  surprising,  considering  the  fact  that  I  was  completely  off 
the  program  alltogether.  That  is  basically  my  story. 

Chairman  Wyden.  We  will  have  some  questions  for  you  in  a  mo- 
ment. 

[Mr.  Benjamin  Dobrin's  statement  may  be  found  in  the  appen- 
dix.] 

Chairman  Wyden.  Why  don't  we  turn  now  to  your  father,  Mr. 
Dobrin. 

TESTIMONY  OF  STANLEY  DOBRIN,  MINNEAPOLIS,  MINNESOTA 

Mr.  Stanley  Dobrin.  Good  morning.  I  am  Benjy*s  dad  and  also 
Jon's  dad.  My  wife,  Carol,  and  I  are  here  today  at  the  request  of 
the  subcommittee.  We  had  initially  been  made  aware  of  growth 
hormone  therapy  in  approximately  1982  when  our  pediatrician  rec- 
ommended that  we  meet  with  Dr.  Brown. 

Jon  was  small  for  his  age,  although  not  necessarily  the  smallest 
in  his  class.  He  was  healthy  in  every  respect,  but  they  were  con- 
cerned that  his  amount  of  growth  was  below — actually  I  think  two 
or  three  standard  deviations  below  the  norm.  We  were  introduced 
to  Dr.  Brown. 

He  ran  a  series  of  tests  on  Jon.  There  were  three  tests  that  are 
typically  used,  as  I  understand  it,  and  neither  my  wife,  Carol,  nor 
I  are  medical  experts  in  any  way.  There  are  three  tests  that  are 
used.  They  require  hospitalization.  They  all  three  involve  input  of 
an  agent  into  the  system  of  the  patient.  As  I  understand  it,  the 
amount  of  pituitary  growth  hormone  that  is  produced  is  very  mini- 
mal and  very  difficult  to  measure.  So,  the  purpose  of  the  tests  is 
to  basically  goose  up  the  production  to  a  point  where  it  can  be 
measured.  They  use  insulin  for  one  test,  they  used  L-dopa  for  a  sec- 
ond test,  and  they  used  I  think  a  product  called,  something  called, 
I  think  it  is  called  arginine  is  the  third  test.  Jon's  test  came  back, 
he — they  indicated  minimal  output,  and  Dr.  Brown  basically  rec- 
ommended that  Jon  be  put  on  the  program. 

Any  time  your  child  is — ^you  are  being  told  that  your  child  is  not 
normal  in  some  way  and  you  are  being  advised  basically  that  they 
should  be  put  on  a  program,  you  ask  a  lot  of  questions.  I  think  we 
tried  to  ask  all  of  the  appropriate  questions  that  a  parent  would 
ask:  Why  has  he  stopped  gprowing?  How  tall  do  you  think  he  will 
be?  Will  he  grow  late? 

Both  Carol  and  I  were  very  late  in  maturing.  I  grew,  as  a  prac- 
tical matter,  5  inches  my  freshmsm  year  in  college  when  I  was  18 
years  old.  So — and  I  was  always  small,  as  was  my  wife.  Our  ques- 
tion was  of  the  doctor,  why  would  our  children  not  follow  that  same 
pattern? 

Chairman  Wyden.  Excuse  me  just  for  a  moment,  and  I  don't 
want  to  interrupt  you.  Did  you  tell  the  doctor  that? 

Mr.  Stanley  Dobrin.  Yes.  Absolutely.  More  importantly,  we 
were  concerned  that  the  treatment  might  be  dangerous  in  some 
way;  that  there  might  be  side  effects.  We  were  told  that  he  didn't 
believe  there  was  any  danger  to  the  treatment,  and  that  he  didn't 
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believe  that  there  were  any  serious  side  effects,  or  any  side  effects 
at  all. 

Basically,  when  Jon  started — I  should  point  out,  Jon  was  not  on 
Protropin,  Protropin  had  not  been  approved  for  mass  use  by  the 
FDA  at  that  point  in  time.  Jon  was  put  on  a  natural  growth  hor- 
mone that  was  produced  by  a  companv  called  Pharmacia,  and  it 
was  basically  real  hormone  harvested  from  the  cadavers  of  people 
in  Europe,  and  I  believe  they  got  it  from  Europe  because  there 
were  all  sorts  of  taboos  about  dealing  with  at  the  time  in  1982  and 
before  that,  and  also  a  problem  with  supply  in  the  United  States. 

The  Protropin,  or  the  Crescorman,  which  was  the  Pharmacia 
product,  was  slightlv  less  expensive,  as  I  recall,  than  Protropin 
turned  out  to  be.  The  answers  to  the  various  questions  that  we 
asked  of  Dr.  Brown  all  were  fairly  nonspecific.  It  was  very  difficult 
to  get  a  direct  answer  out  of  him.  I  think  more  importantly  what 
we  got  was  this  feeling  that  you  never  know.  It  could  be  bad  when 
we  asked  how  tall  Jon  might  be,  he  threw  out  a  couple  of  numbers, 
but  wouldn't  swear  to  anything.  The  numbers  he  was  throwing  out 
were  less  than  5  feet. 

Well,  for  a  male,  that  is  pretty  small.  You  hear  those  kinds  of 
things  and  as  a  parent  you  get  verv  concerned  and  you  say,  well, 
gee,  what  should  we  do?  He  also  told  us  that  we  could  expect  that 
our  children  would  not — or  Jon  at  that  time  would  not  grow  beyond 
his  genetic  potential.  The  medication  did  not  create  NBA  drafl 
choices.  But  ne  also  did  say  that  once  the  child's  growth  plates  had 
closed  and  solidified  at  maturity,  say  age  17  or  18,  at  that  point 
it  would  be  too  late  to  do  anything.  So,  we  had  our  choice.  We  could 
start  early,  we  could  start  in  the  middle,  could  not  start  at  all. 

Essentially  what  happened  is  that  Carol  and  I  basically  felt  that 
we  had  little  choice.  As  a  responsible  parent,  I  felt  that  we  had  to 
do  something. 

Jon  was  actually  a  model  patient  for  growth  hormone.  He  was  a 
typical  first  child,  very  concerned  about  doing  it  right.  He  learned 
very  quickly,  and  he  was  only  10  or  11  years  old,  to  do  all  of  this 
himself.  He  managed — literally  after  the  first  month  or  so  he  man- 
aged the  entire  program  himself.  He  took  all  of  the  shots,  and  he 
was  very  careful  to  make  sure  that  he  did  it  correctly.  In  fact,  when 
Ben  was  put  on  the  program  he  helped  Benjamin  to  a  great  extent. 
Now  I  am  finding  out  that  he  didn't  help  him  quite  so  much  as  he 
probably  should  nave. 

Jon  was  asked  by  David  Brown — we  were  in  the  program  a  very 
short  period  of  time,  and  he  told  us  that  he  had  gotten  funding  to 
do  a  film,  an  educational  film  for — that  was  going  to  be  paid  for 
by  Pharmacia,  it  was  going  to  be  done  professionally,  and  he  asked 
whether  Jon,  along  with  several  other  of  his  patients,  would  be  in 
this  movie.  We  asked  about  it  and  he  said  it  was  going  to  be  used 
primarily  to  distribute  to  school  nurses  to  do  health  and  health 
screening  basically  for  small  stature  patients.  We  thought  that  that 
was  probably  a  good  idea.  We  didn't  really  know  what  the  relation- 
ships were  between  he  and  the  company,  although  he  spent  a  great 
deal  of  time  telling  us  that  he  was  a  consultant  to  the  company  and 
that  he  was  traveling  back  and  forth  to  Sweden,  I  believe,  which 
is  I  think  where  the  company  was  based  and  had  been  doing  so  for 
quite  some  time. 
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We  were  told  that  the  budget  for  the  film  was  nearly  three  quar- 
ters of  a  million  dollars,  that  it  was  going  to  be  roughly  a  half-hour 
film,  that  they  would  film  part  of  it  at  home,  part  of  it  at  school, 
and  they  would  follow  the  kids  around  and  try  to  show  how  they 
interacted  with  other  children  and  so  forth.  We  thought  that  that 
was  probably  a  pretty  good  idea  and  we  agreed  to  participate  in  it. 
The  process,  as  it  involved  us,  was  probably  2  to  3  days  and 
amounted  to  some  small  disruption,  basically,  but  nothing  of  any 
consequence. 

Very  shortly  after  that  film  was  finished,  there  was  a  health 
scare,  and  I  cannot  remember  the  name  of  the  disease,  but  the 
FDA  pulled  the  Crescorman  off  the  market  because  apparently  two 
patients  who  had  been  treated  on  the — with  the  natural  hormone 
had  died,  and  they  had  died  both  of  the  same  effect,  and  again,  I 
don't  recall  what  the  name  of  it  is.  But  the  FDA  apparently  was 
concerned,  concerned  enough  about  it  that  they  pulled  the  product 
off  the  market. 

David  Brown  at  that  time  told  us  that  we  would  have  to  cease 
treatment  and  he  thought  that  they  were  doing  everything  they 
could  to  accelerate  the  approval  of  the  bioengineered  product, 
which,  as  we  had  been  told,  was  the  only  one  we  ever  knew  was 
being  worked  on  was  Genentech's  product,  Protropin,  and  I  think 
it  was  about  4  to  6  months  later  that  the  product  was  approved 
and  Jon  was  immediately  put  on  that  program. 

We  were  never  told  that  there  was  a  similar  product  by  Dr. 
Brown  that  had  been  approved  apparently  right  in  the  same  time- 
frame that  was  manufactured  by  Eli  Lilly.  I  now  understand  that 
that  product  is  significantly  less  expensive,  but  we  were  never  told 
that  it  even  existed,  much  less  that  it  was  less  expensive.  We  were 
also  never  advised  as  parents  that  there  was  any  sort  of  a  relation- 
ship between  Dr.  Brown,  Genentech,  Caremark,  or  any  of  the  other 
entities  that  may  or  may  not  have  been  involved. 

Today  Jon  is  5  feet  8  inches,  he  weighs  about  135  pounds,  he  is 
normal  in  basically  every  respect.  Both  of  our  kids  are  pretty  good 
athletes.  They  do  not  seem  to  have  any  ill  effects  from  the  treat- 
ment. But  we  are  not  sure  I  guess  with  respect  to  Jon  whether — 
I  guess  from  the  testing  standpoint,  I  think  that  Jon  probably  per- 
haps indicated — his  tests  seemed  to  be  more  valid  than  Benjy's 
tests.  Perhaps  Jon  is  a  couple  of  inches  taller  than  he  might  have 
been,  but  to  be  real  honest,  we  are  not  sure.  You  have  heard  Benjy. 
Benjy  is  obviously  of  normal  height,  and  I  think  we  are  reasonably 
convinced  that  he  never  needed  the  product.  It  is  borne  out  by  the 
fact  that  he  never  stopped  growing  at  any  point  in  time,  and  that 
he  grew  3  inches  over  the  last  3  years  when  he  wasn't  even  on  the 
treatment.  It  seems  a  little  imusual.  We  found  it  very  unusual. 

We  kept  questioning  the  doctor  actually  as  to  why  do  people  grow 
at  different  rates?  Why  are  they  growing  now  versus,  in  my  case, 
why  did  I  not  grow  when  I  was  13  or  14  and  grew  when  I  was  17 
and  18?  I  never  really  got  a  good  answer  to  that.  But  it  seems  to 
me  most  logical  that  your  output  varies  £md  people's  patterns  vary. 
Yet  we  were  told  by  the  doctor  quite  specifically  that  once  your  hor- 
mone output  is  reduced  or  stopped,  they  do  not  believe  and  the  re- 
search do  not  indicate  that  children  would  ever  again  grow  nor- 
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mally.  That  never  made  sense  to  me  and  we  never,  ever  got  a  good 
answer  to  that  question. 

You  mi^ht  ask  why  we  took  the  risk  with  both  children.  I  think 
it  is  wantmg  to  do  what  is  right  for  your  children.  I  think  it  is  be- 
lieving that  there  were  really  no  bad  effects  from  it.  It  was  clearly 
very,  very  expensive.  When  I  asked — actually,  we  had  been  led  to 
believe  tnat  when  the  bioengineered  product  was  put  on  the  mar- 
ket because  it  could  be  manufactured  and  that  there  were  not  the 
scarcity  problems  or  the  ethical  problems  necessarily  available,  we 
were  led  to  believe  that  it  was  going  to  be  less  expensive.  In  reality 
it  was  as  expensive,  perhaps  more. 

When  I  asked  the  question  of  the  doctor,  he  said,  well,  the  com- 
pany has  got  to  recover  all  of  these  research  costs.  I  am  a  business- 
man, I  understand  that,  but  I  was  a  little — for  a  while  there  I 
think  that  I  thought  that  our  family  was  paying  for  most  of  the  re- 
search costs.  We  wound  up  between  the  two  kids,  I  think  the  total 
costs  of  treatment  were  in  the  area  of  $300,000,  a  large,  large  num- 
ber. 

We  lost  our  health  insurance  ultimately.  I  run  a  small  company. 
We  had  a  small  business  insurance  policy.  That  policy  went  from — 
for  a  company  that  had  four  people  on  it — a  cost  of  about  $700  a 
month  when  we  started  this  program,  the  cost  went  to  approxi- 
mately $4,000  a  month  for  four  people.  Our  own  personal  part  of 
it  was  $1,400  a  month.  At  the  point  it — when  it  reached  that  point, 
my  partner  and  I  made  the  decision  that.  A,  we  could  not  afford 
it  and  it  was  not  fair  to  everybody  else  in  the  company,  so  we 
dropped  the  policy.  We  went  without  coverage  for  approximately  8 
months,  and  during  which  time  I  was  paying  out-of-pocket  for  the 
Protropin,  and  finally  we  were  accepted  in  the  high-risk  pool  in 
Minnesota.  I  am  not  sure  whether  other  States  have  such  a  pro- 
gram; I  don't  believe  they  all  do.  Minnesota  tends  to  be  a  pretty 
far-reaching  State  in  terms  of  health  care  reform. 

Frankly,  it  is  a  very  good  policy  once  we  got  on  it,  but  you  have 
to  be  turned  down  by  at  least  two  other  companies  before  they  will 
accept  you.  It  is  not  cheap,  but  it  is  fairly  decent  coverage.  The  lim- 
itation on  it  is  that  it  has  a  lifetime  maximum  of  some  amount 
whereas  the  policy  we  had  had  no  lifetime  maximums.  So,  we  have 
I  guess,  having  spent  the  extra  money  on  the  insurance  during  the 
period  of  time  that  we  were  on  the  private  insurance,  now  we  are 
faced  with  a  situation  where  I  am  not  sure  either  Carol  or  I  or  ei- 
ther of  the  boys  will  ever  be  able  to  get  normal  coverage  other  than 
on  a  high-risk  pool. 

Mr.  Stanley  Dobrin.  I  guess  as  parents  we  have  no  doubt  that 
the  hormone  is  a  terrific  advancement.  I'm  sure  that  many  kids 
need  it  and  benefit  by  it.  I  think  in  retrospect,  having  looked  at, 
seen  the  costs  of  what  this  treatment  costs  and  having  the  doubts, 
I  guess,  that  we  do  now  about  whether,  in  fact,  our  kids  really 
needed  this  treatment,  I'm  not  sure  that  we  would  have  done — 
done  it  over  again. 

As  a  businessman,  if  in  fact  the  complicity  Genetech  and 
Caremark  with  the  doctor  prove  to  be  true,  from  a  moral  and  ethi- 
cal standpoint,  I  g^ess  I  find  that  absolutely  appalling.  Thank  you. 

Chairman  Wyden.  Well,  let  me  thank  both  of  you  Dobrins  for 
coming.  Your  testimony  has  been  very  helpful.  It  is  never  easy  to 
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talk  about  matters  that  are  personal  in  front  of  congressional  sub- 
committees. We  really  appreciate  your  coming.  This  has  been  very 
helpful. 

[Mr.  Stanley  Dobrin's  statement  mav  be  found  in  the  appendix.] 

Chairman  Wyden.  In  fact,  even  before  we  go  to  Mr.  Towle,  let 
me  just  ask  you  with  respect  to  your  health  insurance.  You  basi- 
cally said  that  the  cost  of  HGH  essentially  broke  vour  policy,  drove 
you  to  the  insurer  of  last  resort  in  Minnesota,  the  high-risk  pool. 
What  happened  to  your  employees  as  a  result  of  all  of  this? 

Mr.  Stanley  Dobrin.  My  partner,  I  guess,  was  the  best  example. 
He  has  three  boys,  so  his  policy  would  have  been  of  the  same  age, 
basically.  His  policy  would  have  been  the  same  cost  as  mine  under 
this  pohcy.  He  lived  with  it  because  he  knew — and  this  was  before 
MCHA,  tne  Minnesota  comprehensive  was  available.  He  made  the 
payments  on  his  policy  as  I  made  the  payments  on  my  poli^. 

He  was  paying  the  exact  same  amount.  He  was  up  to  $1,400  a 
month.  He  did  it  because  he  knew  that  I  had  no  other  choice  and 
that  the  payments  were  extremely  expensive.  He  ultimately — ^we 
sat  down  and  we  said,  hey,  this  is  silly.  We  can't  afford  it.  Our 
other  two  employees  who  were  on  it  were  somewhat  less.  Both 
were  single  at  the  time  so  it  was  not  too  terrible  on  them.  But  my 
partner  suffered  the  brunt  of  it. 

Chairman  Wyden.  I'll  have  some  more  questions  in  a  moment. 
We  are  very  appreciative  of  both  of  you  coming. 

Mr.  Towle,  welcome. 

TESTIMONY  OF  JOHN  P.  TOWLE,  CHARLOTTE,  NORTH 

CAROLINA 

Mr.  Towle.  Thank  you.  Like  the  Dobrin's,  my  family,  too,  was 
sent  by  a  pediatrician  to  see  a  speciaHst.  When  we  heard  the  news, 
we  were  kind  of  set  back  because  of  the  fact  that  our  child,  Brodie, 
was  small,  the  smallest  kid  in  his  class,  not  unhke  myself,  my  wife 
during  our  growth. 

We  were  really  never  concerned  about  the  fact  that  his  smallness 
would  create  problems  long-term.  In  fact,  we  expected  that  he 
would  grow  up  to  be  somewhere  in  the  neighborhood  of  5'  6"  or  5' 
8",  like  his  grandfather  who  he  resembles  very  closely  genetically. 
So,  when  the  pediatrician  recommended  we  go  see  a  specialist,  I — 
having  degrees  in  bacteriology  and  engineering— was  a  little  set 
back  and  did  some  research  prior  to  going  to  the  consultation. 

I  consulted  with  the  old  family  doctor  who  sent  me  some  AMA 
medical  journals,  and  I  read  through  them  to  try  to  figure  out  what 
the  positive  and  negative  effects  of  this  particular  growth  therapy 
would  be  and  was  quite  concerned  with  the  fact  that  in  the  medical 
journals,  they  talked  about  many  negative  effects  that  I  did  not  feel 
were  things  that  we  wanted  to  subject  our  child  to. 

We  also  went  through  the  process  of  checking  out  the  specialist 
to  find  out  what  to  expect  when  we  walked  in  the  door,  and  we 
found  out  he  had  an  excellent  reputation  and  we  would  be  open- 
minded. 

So  during  our  visit,  we  went  through  a  very  thorough  process. 
They  did  a  bone  scan.  They  talked  about  family  history,  and  we 
had  some  discussions.  However,  we  felt  in  our  minds  that  the  ap- 
proach that  was  taken  was  extremely  over  enthusiastic  as  well  as 
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aggressive  with  respect — ^in  our  mind,  we  went  away  feeling  that, 
yes,  this  was  indeed  going  to  be  something  that  Brodie  was  going 
to  be  placed  on,  even  though  we  were  not  in  favor  of  it. 

We  then  received  results  of  the  tests,  saw  that  there  was  going 
to  be  further  testing  and  at  that  point  in  time  decided  that  enough 
had  been  done  to  Brodie  to  initiate  this  concern  regarding  his  par- 
ticular situation  and  our  decision  was  to  walk  away  and  not  subject 
our  child  to  any  more  testing,  nor  did  we  believe  that  there  was 
a  concern  long-term  to  continue  with  this  program.  So,  we  walked 
away,  changed  pediatricians,  went  to  a  new  pediatrician  and 
Brodie  is  doing  fine  in  his  growth,  other  than  the  fact  that  fi-om 
time  to  time,  he  still  wonders,  because  he  is  the  smallest  child  in 
the  class,  if  there  is  a  problem. 

In  my  opinion  and  my  wife's  opinion,  we  do  not  think  that  is  a 
problem  and  we  do  not  think  short  stature  is  to  be  medicalized  and 
treated  in  such  a  way.  So,  yes,  we  had  to  deal  with  some  additional 
psychological  traumas  that  were  created  because  of  the  situation 
which  I  would  have  preferred  never  to  have.  Thank  you. 

[Mr.  Towle's  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden.  Mr.  Towle,  thank  you,  as  well.  I  know  you 
have  assisted  the  subcommittee  and  in  fact  all  three  of  you  have 
been  of  great  assistance  to  the  subcommittee  and  we  appreciate  it. 

Let  me  begin  with  you,  if  I  could,  Mr.  Benjamin  Dobrin,  right 
now.  We'll  start  with  you,  Mr.  Benjamin  Dobrin,  You  were  a  teen- 
ager at  the  time  all  of  this,  I  guess,  began,  I'm  curious  how  you  felt 
growing  up  with  the  thought  that  you  were  becoming  some  kind  of 
freak  or  how  this  affected  you  personally  as  you  tried  to  wrestle 
with  all  these  kinds  of  decisions. 

Mr,  Benjamin  Dobrin.  Well,  that's  a  good  question.  At  the  time 
I  went  on  the  progfram,  I  was  just  entering  the  seventh  ^ade, 
which  for  me,  that  means  a  new  school  and  we  moved  to  the  junior 
high  at  that  point.  In  addition  to  having  a  new  school,  you  have 
about  three  times  as  many  people.  You  basically  have  your  small 
group  of  peers  that  you  were  in  cluster  with  from  your  previous 
school  to  move  up  with,  and  as  you  move  to  a  school  just  at  that 
time  to  be  labeled  as  being  in  any  way  different  and  it's  like  a  sev- 
enth grader  in  what  is  basically,  as  I  look  back,  a  very  harsh  envi- 
ronment. It  was  difficult. 

I  remember  the  actual  day  that  the  decision  was  made  that  I 
would  go  on  the  program  and  I  was  with  all  of  my  buddies  and  I 
got  a  phone  call  to  come  home  because  we  had  to  have  a  discussion. 
So,  I  naturally  asked  what  about  and  I  was  told  that  I  was  going 
to  go  on  the  program.  I  remembered  my  little  6-block  bike  ride 
home  just  thinking  why  me?  Why  do  I  have  to  be  different  from 
everyone  else?  Basically  it  was  a  tough  program  to  start  with,  but 
at  that  time,  even  worse  it  was  a  really  hard  time. 

Chairman  Wyden.  What  ultimately  persuaded  you  to  start  these 
hormone  shots  three  times  a  week? 

Mr.  Benjamin  Dobrd^.  It  was  my  parents  who  met  with  Dr. 
Brown  and  basically  they  did  all  the  inquiries  about  my  medical 
condition  and  they  made  the  final  decision  that  I  would  be  in  the 
program.  I  was  just  kind  of  the  recipient.  I  was  not  very  enthusias- 
tic about  it,  and  I  think  that  showed  in  my  participation  in  the  pro- 
gram. 
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Chairman  Wyden.  Let  me  ask  your  dad,  then,  if  I  could,  what 
was  it  that  really  swung  vour  family  on  it?  Did  you  essentially  feel 
that  Dr.  Brown  had  said  look,  your  son  isn't  producing  this  hor- 
mone. He  isn't  going  to  get  it  unless  he  has  this  and  you  better  get 
on  it?  Is  that  essentially  what  swung  you  all? 

Mr.  Stanley  Dobrin.  Yeah.  I  think  that  that's  a  fair  statement. 
That  and  some  guilt,  I  guess,  as  a  parent.  It  talk — we,  over  the 
years,  Dr.  Brown  had  a  Tot  of  patients,  and  as  a  practical  matter, 
I  know  a  lot  of  the  patients,  the  parents  of  the  patients.  They  all 
have  kind  of  the  same  reaction,  that  it  was  a  bit  of  guilt  and  a  bit 
of  concern  over  the  health  aspects  of  it,  but  it's  this  guilt  thing  that 
they  did  and  I'm  told  other  doctors  do  the  same  thing.  I  mean,  they 
don't  get  an  absolute. 

What  you  get  is,  well,  you  might  think  about  this  kind  of  thing. 
The  "might  think  about  this  kind  of  thing"  well,  if  he's  17  or  18 
and  he's  4'  9",  it's  too  late.  Having  been  short  myself— not  that  I 
am  a  giant  now,  but  having  been  short  growing  up,  I  was  always 
one  of  the  smallest  kids.  I  felt  that  it  was  always  a  little  bit  dif- 
ficult. 

It  was  never  harmful  because  I  was  a  reasonably  good  athlete 
and  I  could  always  do  everything  that  the  other  kids  could  do  and 
I  was  smart  enough  to  keep  up  with  them  in  most  things.  It  was 
never  really  a  problem,  but  it  was  there  was  always  that  problem 
with  me  being  the  littlest  guy  in  the  class.  If  there  was  somebody 
who  was  going  to  get  picked  on,  it  was  you. 

You  think  about  that  in  testimonies  of  your  own  kids,  you  think 
if  you  can  save  them  that,  maybe  it's  worth  it.  Not  that  it  does  any 
long-term  harm.  Maybe  it's  good,  I'm  not  sure.  But  it  was  more  of 
a  guilt  thing  than  anything  else  in  thinking  that  if  you  can  help 
them,  you  do  it. 

Chairman  Wyden.  For  both  of  you,  both  Dobrins,  what  would 
you  say  to  other  young  people  and  parents  that  are  trying  to  wres- 
tle with  this  kind  of  situation?  Benjy,  if  you  had  a  seventh  grader 
come  to  you  and  say  you  went  through  this,  what  do  you  think  I 
should  do?  What  kinds  of  information  should  I  look  for,  what  would 
you  advise  somebody  else  if  they  were  facing  the  same  sort  of  thing 
you  did? 

Mr.  Benjamin  Dobrin.  I  think  I  would  definitely  tell  them  to  get 
all  the  details  and  to  look  for  a  concrete  solution  if  any  could  be 
reached,  if  possible  that  to  take  into  consideration  all  oi  the  facts. 
Family  history,  I  think,  is  very  important.  Just  basically  I  would 
tell  them,  I  think  the  program  definitely  is  beneficial  to  those  that 
need  it. 

It  is  quite  significant  medical  advancement  to  replace  hormones 
in  someone's  body.  But  if  it's  possible  to  find  a  concrete  solution 
and  to  realize  that,  yes,  someone  needs  this  program,  then  they 
should  definitely  take  advantage  of  that.  But  I  think  that  basically 
I  would  tell  them  to  really  make  a  carefiil  decision. 

Chairman  Wyden.  You  would  tell  people  to  perhaps  be  careful 
and  just  make  sure  they  have  all  the  facts  before  they  jump. 

Mr.  Benjamin  Dobrin.  Yes. 

Chairman  Wyden.  How  about  you,  Mr.  Dobrin?  For  parents  and 
families  facing  the  kind  of  situation  that  you  did,  what  would  be 
your  consult  at  this  point? 


34 

Mr.  Stanley  Dobrin.  I  would  echo  what  Benjy  said.  I  think  that 
we,  perhaps,  jumped  in  a  Httle  bit  too  quickly.  I  think  maybe  I 
would  have  gotten  a  second  opinion. 

At  the  time.  Dr.  Brown  was  an  acknowledged  expert  in  this  field. 
We  felt  we  had  been  at  the  best,  so  we  didn't  need  to  talk  to  any- 
one else.  I  think,  in  retrospect,  I  think  we  made  a  mistake  with 
Benjy  in  terms  of  not  checking  further.  There  was  some  concern 
over  the  adequacy  and  the  clarity  of  the  tests  that  he  took. 

Knowing  what  John  went  through — and  again,  John  went 
through  it,  but  he  went  through  it  reasonably  painlessly.  He  was 
very  good  about  doing  it.  We  never  realized  that  it  was  quite  as  dif- 
ficult as  it  turns  out  that  it  was  for  Benjy.  I  think  that  having  seen 
the  results  and  having  seen  the  difficulty  with  which  Benjy  dealt 
with  the  program,  I  think  we  perhaps  would  have  made,  going 
backwards,  I  think  I  would  have  made  a  different  decision  with  re- 
gard to  Benjy. 

Chairman  Wyden.  One  last  question  about  the  facts.  What  was 
the  doctor's  reaction  when  you  said  that  you  had  gjrown  relatively 
late  in  life? 

Mr.  Stanley  Dobrin.  Just  kind  of  shrugged  his  shoulders  and 
says  that  happens.  As  I  said  earlier,  we  never  got — that's  the  one 
question  or  one  of  the  questions  we  never  got  a  very  good  answer 
to.  To  this  day,  I'd  like  to  know  what  the  answer  to  that  question 
is. 

Do  people — obviously  people  grow  at  different  rates.  Why  does 
that  happen?  Maybe  we  don't  know  yet.  But  that  is  the  one  item 
that  I  think  bothers  me  most  about  the  decision  we  made,  where 
both  Carol  and  I  both  matured  quite  late.  Why  would  we  expect 
anything  different  for  our  kids  than  that?  I  think  I  would  have 
asked  far  more  questions  about  the  actual  physical  problem  and 
how  do  you  know  it's  not  doing  that?  Maybe  even  had  another  set 
of  tests  run  just  to  confirm. 

Chairman  Wyden.  Let  me  just  ask  a  couple  of  questions  of  you, 
Mr.  Towle.  We,  in  effect,  are  discussing  this  very  difficult  kind  of 
dilemma  that's  faced  by  all  parents,  by  all  parents  across  the  coun- 
try. I  have  two  kids.  Ml  kinds  of  parents  wrestle  with  questions  of 
how  you  handle  health  issues.  The  physician  has  the  information, 
as  the  leverage  in  these  kinds  of  cases.  How  did  you  maintain  your 
objectivity  with  respect  to  your  child's  care  when  you  tried  to  wres- 
tle with  all  this? 

Mr.  Towle.  Well,  like  the  Dobrin's,  I  felt  concern.  As  a  concerned 
parent,  you  want  to  do  the  best  for  your  children,  to  give  them  ad- 
vantages or  disadvantages  that  I  had  or  didn't  have,  or  my  wife 
and  I,  as  a  child. 

In  this  particular  situation,  we  felt  that  we  needed  to  do  our 
homework  ahead  of  time,  so  we  did  it.  We  looked  at  the  negative 
aspects  and  the  positive  aspects  and  primarily  because  we  were  not 
concerned  about  his  stature  because,  to  us,  stature  is  relative.  We 
felt  that  it  was  not  a  life  or  death  matter.  But  being  open-minded 
and  not  being  medical  experts  and  going  to  someone  who  had  an 
excellent  medical  reputation,  we  felt  we  should  go  listen  and  hear 
even  though  we  were  not  enthusiastic  about  signing  up  for  the  pro- 
gram. 
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So  we  went  and  did  it.  We  asked  the  questions.  We  felt  the  situa- 
tion was  more  aggressive  and  less  informative  than  we  would  have 
liked  to  have  seen.  We  had  been  through  this  with  our  daughter 
in  the  past  with  eye  surgery.  We  had  seen  different  results  there, 
different  recommendations,  and  we  felt  as  educated  adults,  we 
needed  to  be  part  of  the  process,  rather  than,  in  our  mind,  it  was 
already  a  foregone  conclusion  that  we  would  end  up  on  the  pro- 
gram. We  were  wealthy  enough  to  handle  it.  We  had  the  insurance 
to  handle  it.  Money  was  not  an  issue  because  we  would  have  paid 
what  was  necessary.  We  felt  in  our  case  that  it  was  overmarketed 
to  us  and  that  this  was  not  the  choice  that  we  wanted  to  make. 

We  felt  that  the  risks  that  we  had  read  about  with  respect  to  leu- 
kemia, the  nausea,  the  vomiting,  the  ongoing  things  that  we  had 
read  about,  even  though  we  did  not  know  if  they  were  true  or  not, 
even  though  they  were  reported  and  what  the  incidences  were  and 
what  the  percentages  were,  we  felt  that  risk  long-term  was  too 
great  and  we  could  more  well  deal  with  in  a  better  sense  the  psy- 
chological aspects  of  being  short  because  we  had  gone  through  it. 

Like  the  Dobrin's,  I,  too,  was  only  57"  when  I  was  in  senior  high 
school  and  did  not  grow  until  I  drank  more  beer  in  college.  Growing 
up  in  Wisconsin,  you  do  those  things. 

Chairman  Wyden.  Interesting  growth  program. 

Mr.  TowLE.  Yeah,  it  was.  That  is  what  I  attribute  my  3  or  4 
inches  that  I  grew  when  I  was  out  of  college  and  added  another  60 
pounds,  too,  later  than  that. 

Chairman  Wyden.  Well,  it's  a  thoughtful  answer.  In  a  lot  of 
ways,  we  talk  specifically 

Mr.  TowLE.  Sure. 

Chairman  Wyden.  Obviously,  about  human  growth  hormone 
here,  but  what  vou  and  Mr.  Dobrin  said  are  implications  for  all 
parents  as  you  face  these  kinds  of  medical  issues,  and  that  there 
is  simply  no  substitute  for  making  sure  that  you  have  the  widest 
possible  information  base  and  get  it  from  a  variety  of  sources.  I 
guess  the  only  other  question  I  have  for  you,  Mr.  Towle,  I  gather 
since  you  had  been  discussing  these  matters  publicly,  is  whether 
you  are  getting  calls  from  folks  from  around  the  country. 

Mr.  Towle.  That's  correct. 

Chairman  Wyden.  Could  you  tell  us  how  many  calls  you  have 
gotten  and  what  kinds  of  things  people  are  passing  on  to  you? 

Mr.  Towle.  Most  of  the  calls  we  get  are  from  the  media  that 
want  to  jump  in  on  the  goings  on.  It's  broken  down  into  two  groups: 
Basically  adults  that  know  nothing  about  what  is  going  on,  but 
read  articles  and  they  want  to  be  part  of  the  process,  and  then 
there's  the  ones  that  are  educated  enough  that  have  taken  the  time 
to  do  the  research.  I  have  probably  got — my  family  has  probably 
gotten  several  calls,  somewhere  in  the  neighborhood  of  probably  a 
dozen  over  the  last  2y2  years. 

In  all  of  our  cases,  we  have  talked  to  them  about  our  experience. 
Our  intent  was  never  to  complain  about  the  situation  but  only  to 
relate  an  experience  that  we  had  that  we  felt  should  have  been 
handled  in  a  different  manner  or  should  never  have  even  happened 
at  all.  Again,  as  I  was  explaining  to  her,  I  have  been  quoted  in  pa- 
pers. I  never  talked  to  anybody,  and  I  find  that  interesting,  as  well 
as  disturbing. 
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Chairman  Wyden.  Members  of  Congress  don't  but 

Mr.  TowLE.  No,  never. 

Chairman  Wyden.  You  have  been  very  helpful.  Listen,  we  thank 
all  three  of  you  for  being  willing  to  talk  about  these  kinds  of  per- 
sonal matters.  What  is  helpful  about  having  folks  like  yourselves 
is  I  think  this  shows  that  these  are  not  just  issues  in  the  abstract 
talked  about  by  folks  who  work  in  government  agencies,  but  it  af- 
fects Americans,  American  families  across  this  country.  It  will  be 
easier  to  tackle  these  questions  because  you  have  been  willing  to 
come  and  speak  out. 

Before  I  excuse  you,  let  me  recognize  the  Minority  here  for  some 
questions  that  they  have. 

Mr.  Sabatos.  Thank  you,  Mr.  Chairman.  I'll  make  this  brief. 

I  would  like  to  ask  both  fathers  if  they  had  received  any  instruc- 
tion, recommendation,  encouragement  from,  say,  their  insurance 
companies  or  from  family  members  to  seek  out  a  second  opinion. 
I  mean,  I  understand  that  in  the  case  of  a  proposed  treatment  for 
short  stature  that's  due  to  growth  hormone  deficiency  that  it  is 
very  expensive.  Did  you  seek  out  a  second  opinion  and  it  would  also 
involve  a  lot  of  treatments  with  injections.  It  was  not  a  pleasant 
experience,  I  understand.  Was  that  ever  considered  an  option  ei- 
ther by  yourself  or  others? 

Mr.  Stanley  Dobre^.  In  our  case,  we  did  talk  to  our  pediatri- 
cian, who  happens  to  also  be  a  very  close  friend,  and  he  felt  that 
we  were  at  the  most  knowledgeable  source  in  town.  He  felt  that  he 
was  credible,  had  done  a  lot  of  work  in  the  area  and,  as  a  result, 
we  felt  that  we  would  listen  to  his  opinion.  Our  pediatrician  felt  it 
was  a  valid  opinion. 

In  answer  to  the  part  about  the  insurance,  we  were,  I  think,  as 
I  recall,  we  were  advised  by  Dr.  Brown's  office  that  it  was  cov- 
ered— covered  under  insurance  and  after  that,  I — I  guess  I  never 
really  thought  about  what  it  might  do  to  the  insurance  rates.  But 
I  knew  it  was  covered  and  again,  in  our  case,  the  money  wasn't  an 
issue. 

Whether  it  was  or  wasn't  covered,  as  Mr.  Towle  indicated,  that 
wouldn't  have  made  the  difference.  We  would  have  figured  out  a 
way  to  pay  for  it  even  if  it  hadn't  been  covered.  But  the  insurance 
company  offered  no  information,  nor  did  they  ever  question  any- 
thing. 

Mr.  Towle.  In  our  situation,  the  insurance  company  would  not 
have  been  involved  until  we  had  actually  gone  in  for  the  testing. 
In  our  particular  situation,  it  was  going  to  be  a  three-phase  test 
that  was  recommended.  The  first  tests  cost  approximately  $500  to 
$700.  The  second  test  would  have  cost  $1,500  to  $1,800,  which  we 
would  have  had  to  pay  out  of  or  pockets  and  then  the  insurance 
company  would  have  to  kick  in. 

Yes,  I  did  get  other  opinions.  I  called  trusted  family  doctors  who 
called  experts  in  the  field  to  get  opinions,  and  the  opinion  was  it 
was  given  back  to  us  based  upon  the  second  recommendation  and 
these  were  people  who  knew  our  families  and  knew  my  children. 
Their  recommendation  was  we  would  not  recommend  that,  but  do 
be  open-minded  because  the  people  who  are  down  in  the  North 
Carolina  area  are  experts  in  their  field. 
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Mr.  Sabatos.  Along  the  same  line,  Mr.  Towle,  I  was  interested 
if  under  the  circumstances,  from  the  indications  I  have  received 
from  physicians — Tm  not  a  physician  myself,  but  that  the  diagnosis 
is  one  of  a  differentiation,  that  short  stature  is  a  symptom  and  not 
a  disease  necessarily  by  itself  It  is  indicative  of  a  problem. 

Mr.  Towle.  That's  correct. 

Mr.  Sabatos.  That  generally  it  is  required  to  rule  out  any  num- 
ber of  things  before  one  would  consider  that  there's  a  growth  hor- 
mone deficiency  that  would  be  treated  by  the  application  of  some 
pharmaceutical  product,  like  a  growth  hormone  substitute. 

In  your  particular  case,  were  you  able  to  rule  out  through  the 
family  physician  or  through  consulting  with  the  family — or  the  pe- 
diatric endocrinologist  any  of  the  other  possibilities? 

Mr.  Towle.  That  was  correct.  We  did  do  that  in  our  first  con- 
sultation with  our  pediatric  endocrinologist.  That  comment  was 
brought  up,  concern  about  the  fact  that  there  were  biological  con- 
cerns that  can  indeed  cause  growth  delay  and  that  was  a  testing 
that  was  performed  via  blood  and  urine  testing  during  the  first 
phase. 

Mr.  Sabatos.  So  that 

Mr.  Towle.  Only  because  of  the  fact  there  were  biological  con- 
cerns even  though  we  felt  that  the  pediatrician  all  along  should 
have  been  catching  those  and  they  should  have  been  brought  to  our 
attention  years  ago  or  just  recently  by  him.  We  didn't  think  it  was 
a  concern  that  our  child  had  all  the  symptoms  of  healthiness, 
brightness,  alertness.  There  was  not  a  problem,  in  our  mind,  until 
the  situation  came  up. 

The  doctor  did  a  thorough  test  of  checking  the  blood  and  the 
urine.  Those  came  back  no  problem.  There  was  a  third  test  that 
was  conducted  which  was  to  measure  the  level  of  somatomedin-C, 
which  the — if  I  remember  correctly,  the  levels — the  recommended 
levels  or  the  range  are  anywhere  between  110  to  565  nanograms 
per  millihter,  and  he  was  sHghtly  below.  That,  in  our  mind,  was 
not  a  concern  because  it  was  a  discreet  test  and  taken  at  one  pe- 
riod of  time  and  as  it  was  explained  to  us,  growth  hormone  in  the 
body  is  released  by  the  body  in  spurts.  So,  if  you  catch  it  in  the 
right  time,  it  may  be  high.  If  you  catch  it  at  the  wrong  time— we 
knew  we  would  have  to  do  further  testing  in  order  to  determine  if 
that  was  indeed  true. 

We  were  not  going  to  do  that.  In  our  minds  there  was  not  a  prob- 
lem here.  We  did  not  want  to  subject  our  child  to  more  testing  even 
to  continue  with  the  program. 

Mr.  Sabatos.  I  understand  the  same  types  of  points  that  you 
have  raised  and  that  brings  me  to  the  next  question,  sir,  and  that 
is   vou   have   characterized   the   reception   that  you   got   in   the 
endocrinologist's  ofRce  as  overenthusiastic  and  aggressive. 
Mr.  Towle.  Correct. 

Mr.  Sabatos.  I  would  like  to  know,  sir,  under  the  circumstances, 
since  at  least  at  that  stage  I  would  understand  that  whereas 
maybe  other  diseases  or  possibihties  for  other  diseases  would  have 
been  ruled  out,  it  wouldn't  necessarily  have  been  indicated  yet  that 
your  son  had  an  insufficiency  that  would  be  supplemented  appro- 
priately by  the  use  of  exogenous  growth  hormone.  So,  what  I'd  like 
to  know  is,  it  would  have  appeared  to  be  premature  to  discuss  the 
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application  of  growth  hormone  as  a  de  facto  necessity  for  your  son 
and  was  wondering  how  you  came  to  feel  that  aggressive  approach 
in  terms  of  dealing  with  that  issue  and  the  stature  of  your  son. 

Mr.  TowLE.  Specifically,  we  were  told  during  the  conversation 
that  the  question  was  posed  to  us,  how  would  we  feel  if  our  son 
was  21  years  old,  5'6",  5*8" — I  don't  remember.  This  is  2V2  years 
ago,  and  came  to  us  and  said,  mom  and  dad,  you  could  have  put 
me  on  growth  hormone  when  I  was  8  or  9.  Why  didn't  you  do  that 
to  make  me  5'10"?  To  me,  that  kind  of  question  places  a  pressure 
on  me,  like  the  pressure  that  was  put  on  them,  to  say  OK  you've 
got  to  make  a  decision  now. 

Again,  in  our  minds,  the  life  or  death  situation  was  not  existent. 
So,  the  risks  were  higher  to  continue  with  this  and  we  walked  into 
this  not  a  favorable — not  in  favor  of  doing  this  particular  program. 

So  in  our  minds,  again,  this  never  should  have  occurred.  We  did 
not  feel  that  this  was  an  appropriate  or  a  necessary  consultation, 
that  in  our  mind  everything  was  fine.  We  went  along  with  it  on  the 
first  visit  just  to  be  open-minded.  There  are  some  positive  things 
that  happened  during  the  visit  and  there  are  many  negative  things 
in  our  mind.  There  was  pressure  put  on  us  that  we  felt  was  exces- 
sive or,  in  our  minds,  a  good  way  to  describe  it  is  aggressive. 

We  started  talking  about  the  psychological  aspects  of  being 
small.  Well,  PE  is  an  expert  in  endocrinology,  not  psychology.  I  am 
not  an  expert  in  psychology,  but  I  know  my  children.  I  know  be- 
cause of  the  fact  just  because  he  is  small  does  not  mean  he  is  going 
to  be  psychologically  damaged  or  his  ability  to  perform  in  society 
be  affected  at  all. 

I  live  in  Charlotte,  North  Carolina,  which  has  the  smallest  guard 
in  the  NBA.  I  live  in  Charlotte,  North  Carolina,  that  has  probably 
the  smallest  chairman  of  the  board  of  a  major  bank  in  the  country. 
So,  I  do  know  that  being  small,  short  stature,  whatever  you  want 
to  call  it,  is  not  a  deterrent  to  being  successful. 

Yes,  there  could  be  some  stress.  But  in  our  situation,  there  was 
no  stress.  There  was  no  damage.  If  you  were  to  walk  into  a  room 
with  our  short  son — ^by  the  way,  all  three  of  our  children  were 
small  and  all  three  of  them  were  within  less  than  25  percent  on 
the  growth  curves.  If  you  were  to  walk  in  the  room  and  there  would 
be  1,000  kids,  within  15  seconds,  everybody  would  know  my  small- 
est son.  His  personality  overcame  whatever  deterrents  there  were. 

Mr.  Sabatos.  Thank  you.  Thank  you,  Mr.  Chairman. 

Chairman  Wyden.  Well,  Mr.  Towle,  let  me  specifically  thank  you 
for  sticking  up  for  Muggsy  Bogues,  one  of  my  very  favorite  NBA 
players. 

Seriously  though,  all  of  you  have  done  an  excellent  job.  It  really 
helps  to  drive  home  what  this  is  about.  It's  not  just  Government 
agencies  and  various  statutes  and  the  like,  but  it's  about  American 
families  and  about  making  sure  they  get  a  fair  shake  from  the 
medical  profession  and  from  pharmaceutical  companies. 

We'll  be  anxious  to  stay  in  touch  with  you  and  good  luck,  Ben, 
in  the  days  ahead.  We  thank  all  of  you  for  coming. 

Our  next  panel,  Dr.  Mark  Parker,  Charlotte,  North  Carolina;  Dr. 
Allen  D.  Rogol,  M.D.,  representing  the  Endocrine  Society.  Dr.  Rogol 
is  with  the  Department  of  Pediatrics,  the  University  of  Virginia 
Health   Sciences   University;   Dr.   Steven   Miles,   Center  for   Bio- 
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medical  Ethics,  University  of  Minnesota  in  Minneapolis;  and  Dr. 
Margaret  H.  MacGillivray,  president-elect,  Lawson  Wilkins  Pedi- 
atric Endocrine  Society. 

We  have  a  cluster  of  folks  at  the  table:  Dr.  Parker,  Dr.  Rogol,  Dr. 
Miles,  and  Dr.  MacGillivray.  It  was  our  intent  to  begin  with  Dr. 
Parker.  Doctor,  with  your  indulgence,  I  am  told  that  Dr. 
MacGillivray  has  a  plane  she  has  to  catch.  Would  that  cause  you 
any  inconvenience  if  she  went  first? 

Dr.  Parker.  No,  sir. 

Chairman  Wyden.  All  right  then  why  don't  we  start  with  Dr. 
MacGillivray,  then  will  go  to  Dr.  Parker,  Dr.  Rogol  and  Dr.  Miles. 
Will  that  be  acceptable? 

It  is  the  practice  of  this  subcommittee  to  swear  all  the  witnesses 
who  come  before  us.  Do  any  of  you  have  any  objection  to  being 
sworn  as  a  witness  this  morning?  Please  rise  and  raise  your  right 
hand. 

[Witnesses  sworn.] 

Chairman  Wyden.  We  are  going  to  make  your  prepared  state- 
ments part  of  the  hearing  record  in  their  entirety.  If  I  could,  I 
would  like  to  ask  all  of  you  to  try  to  stick  within  about  5  minutes. 

Dr.  MacGillivray,  please  proceed. 

TESTIMONY  OF  MARGARET  H.  MACGILLIVRAY,  M.D.,  PRESI- 
DENT-ELECT, LAWSON  WILKINS  PEDIATRIC  ENDOCRINE  SO- 
CIETY, BUFFALO,  NEW  YORK 

Dr.  MacGillivray.  Chairman  Wyden  and  members  of  the  sub- 
committee, I  am  representing  the  Lawson  W^ilkins  Pediatric  Endo- 
crine Society,  whose  membership  is  made  up  of  approximately  722 
pediatric  endocrinologists  and  scientists  from  North  America.  My 
primary  goal  is  to  speak  on  behalf  of  the  children  with  growth  dis- 
orders who  are  and  have  benefited  from  growth  hormone  treat- 
ment. 

Human  growth  hormone  is  essential  for  normal  growth  in  in- 
fancy, childhood  and  adolescence.  Children  who  lack  growth  hor- 
mone will  not  grow  at  a  normal  rate.  They  will  grow  a  small 
amount,  but  not  at  a  normal  rate  each  year  and  will  not  reach  a 
normal  adult  height,  far  less  than  their  genetic  target  height. 

The  psychological  trauma  and  psychosocial  problems  are — well- 
documented  in  this  population.  There  is  unequivocal  agreement 
that  growth  hormone  treatment  should  be  provided  to  children  who 
lack  inogenous  growth  hormone  because  it  has  been  proven  that 
treatment  corrects  the  growth  disorder  in  childhood  and  facilitates 
the  attainment  of  normal  adult  heights  based  on  the  child's  genetic 
background. 

The  most  urgent  indication  for  growth  hormone  therapy  during 
childhood  is  the  occurrence  of  hypoglycemia  in  small  infants  and 
children  who  lack  growth  hormone.  Left  untreated,  these  patients 
develop  epilepsy  and  mental  retardation.  Some  have  died.  Treat- 
ment with  growth  hormone  restores  normal  blood  sugar  levels  and 
protects  the  children  firom  seizures  and  brain  damage. 

In  other  diseases  that  cause  profound  growth  failure  and  where 
the  effectiveness  of  growth  hormone  treatment  has  not  been  estab- 
lished, its  use  should  be  limited  to  scientifically  designed  clinical 
trials  which  provide  information  about  the  benefits  or  Tack  of  bene- 
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fits  of  growth  hormone  treatment.  These  studies  require  approval 
of  the  Human  Investigation  Committee  of  each  institution  and 
written,  informed  consent  by  parents  and  patients. 

Examples  of  two  studies  which  have  documented  that  growth 
hormone  treatment  is  beneficial  in  some  growth  disorders  even 
though  classical  gprowth  hormone  deficiency  was  not  present  in- 
cludes first  chronic  renal  insufficiency  for  which  growth  hormone 
treatment  is  an  FDA-approved  therapy,  and  second,  Turner  Sjni- 
drome.  While  there  is  general  agreement  about  the  use  of  growth 
hormone  to  treat  growth  hormone  deficiency,  there  is  controversy 
about  the  definition  of  growth  hormone  deficiency. 

Unfortunately,  no  single  test  imequivocally  proves  a  lack  of 
gn*owth  hormone.  Consequently,  we  have  relied  most  often  on  the 
results  of  two  standardized  pituitary  challenge  tests  to  demonstrate 
that  inadequate  growth  hormone  is  present.  In  many  children,  the 
combined  evidence,  based  on  the  clinical  features  and  the  labora- 
tory data,  is  so  compelling  that  there  is  no  disagreement  as  to  the 
presence  of  an  abnormal  pituitary  function. 

I  refer  to  the  child  who  has  pathologic  height,  abnormal  growth 
rate,  blunted  growth  hormone  rise  after  pituitary  stimulation  and 
an  abnormal  pituitary  gland  detected  by  magnetic  resonance  imag- 
ing. The  latter  provides  precise  information  about  the  size,  location 
and  anatomy  of  the  pituitary  gland. 

Currently,  the  main  focus  of  controversy  relates  to  the  use  of 
growth  hormone  in  children  who  have  growth  failure  based  on 
pathologic  height  and  growth  rate,  but  their  growth  hormone  levels 
after  pituitary  stimulation  appear  to  be  normal  and  their  MRI 
studies  are  also  normal.  It  has  been  argued  that  these  children 
have  a  milder  deficiency  of  growth  hormone  or  that  they  produce 
a  less  biologically  active  growth  hormone  or  that  they  have  less  re- 
sponse at  uie  cell  level  to  their  own  circulating  growth  hormone. 

The  care  these  children  receive  depends  on  both  the 
endocrinologist  and  the  family.  Some  endocrinologists  will  monitor 
growth  for  another  6  to  12  months.  Others  will  retest  the  child  at 
a  later  date  if  the  poor  growth  persists.  Some  rely  entirely  on  psy- 
chological support  and  hold  treatment.  Lastly,  some  would  discuss 
a  6-month  treatment  trial  of  growth  hormone  with  the  understand- 
ing that  continued  treatment  would  depend  on  whether  growth  had 
accelerated  significantly  during  growth  hormone  treatment. 

In  ongoing  clinical  studies,  the  head  of  the  study  is  Dr.  Ray  Hins 
at  Stanford.  Growth  hormone  treatment  has  been  found  to  be  high- 
ly effective  in  approximately  two-thirds  of  these  children.  Growth 
hormone  treatment  should  not  be  given  to  short  children  whose 
height  and  gn*owth  velocities  are  in  the  low-normal  range.  In  fact, 
there  is  no  evidence  that  growth  hormone  treatment  will  benefit 
these  children  in  the  long  term. 

The  safety  of  growth  hormone  has  been  the  subject  of  many  arti- 
cles. The  growth  hormone  product  in  use  today  is  made  by  recom- 
binant technology  and  has  a  very  high  level  of  purity.  Nevertheless, 
there  has  been  concern  about  the  increased  risk  of  developing  leu- 
kemia, benign  intracranial  hypertension,  slipped  capital  ephemeral 
epiphysis.  The  number  of  these  cases  relative  to  the  treated  popu- 
lation is  extremely  small,  less  than  1  in  100,000. 
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In  North  America,  a  majority  of  the  approximately  14  cases  of 
leukemia  in  children  receiving  growth  hormone  have  occurred  in 
children  who  had  had  a  prior  brain  tumor,  chemotherapy  or  irra- 
diation. Leukemia  is  known  to  occur  more  frequently  in  this  popu- 
lation, even  when  growth  hormone  treatment  has  not  been  given. 
There  is  no  evidence  that  growth  hormone  treatment  in  an  other- 
wise healthy  child  increases  the  risk  of  developing  leukemia. 

In  the  other  entities  mentioned  above,  benign  intracranial  hyper- 
tension and  shpped  capital  ephemeral  epiphysis,  there  were  other 
risk  factors  besides  the  growth  hormone  treatment  which  seemed 
to  explain  the  occurrence  of  these  problems.  The  Lawson  Wilkins 
Pediatric  Endocrine  Society  and  other  international  pediatric  endo- 
crine societies  continue  to  survey  their  patients  for  possible  adverse 
effects  from  growth  hormone  treatment. 

A  post-marketing  survey,  the  National  Collaborative  Growth 
Study,  was  set  up  in  1985  by  Genetech  at  the  request  of  the  FDA, 
and  until  1994,  to  my  knowledge,  there  was  no  payment  for  any 
reporting  of  patients  entered  into  that  study. 

This  study  has  been  the  most  valuable  means  of  tracking  the 
safety  and  use  of  growth  hormone  in  children  receiving  growth  hor- 
mone treatment  in  the  United  States.  The  data  base  now  contains 
over  20,000  update  patients,  an  unprecedented  accomplishment  in 
medical  history. 

In  summary,  I  believe  that  growth  hormone  treatment  is  safe 
and  efficacious  when  prescribed  to  a  population  of  children  with 
growth  hormone  deficiency,  chronic  renal  insufficiency  and  girls 
with  Turner  Syndrome.  Growth  hormone  should  continue  to  be  pre- 
scribed by  physicians  who  have  had  approved  subspecialty  training 
in  pediatric  endocrinology  because  of  the  need  to  discourage  the  in- 
discriminate use  of  growth  hormone  in  innocently  short  children. 

Whether  growth  liormone  should  be  administered  to  children 
with  unexplained  growth  failure  is  under  investigation.  Clearly,  the 
current  evidence  suggests  that  a  majority  of  these  children  have 
catch-up  growth  on  growth  hormone  treatment.  The  decision  to 
treat  or  not  to  treat  an  individual  child  with  unexplained  growth 
failure  should  be  made  by  parents,  the  patient>— the  patient  is  very 
important,  and  the  child's  pediatric  endocrinologist.  I  hope  my 
opinions  will  help  you  in  your  deliberations. 

Chairman  Wyden.  Doctor,  thank  you  very  much.  That's  very 
helpful.  If  you  can  stay  for  questions,  that  would  also  assist  the 
subcommittee.  But  we  understand  your  travel  schedule  is 

Dr.  MacGilltvray.  I  can  stay  a  while  longer. 

Chairman  Wyden.  We  would  like  you  to  stay  as  long  as  you  pos- 
sibly can.  Thank  you. 

Dr.  MacGillivray.  Thank  you. 

Chairman  Wyden.  Dr.  Parker,  please  proceed. 

TESTIMONY  OF  MARK  PARKER,  MJO.,  CHARLOTTE,  NORTH 

CAROLINA 

Dr.  Parker.  Mr.  Chairman,  I  thank  you  for  the  opportunity  to 
be  here  and  the  invitation.  I  am  Mark  Parker  and  I  am  a  pediatric 
endocrinologist  in  Charlotte.  This  statement  is  presented  at  your 
request  and  the  reason  really  that  I  am  here  is  because  I  feel  that 
inappropriate  statements  have  been  made  regarding  the  evaluation 
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of  growth  in  children  and  use  of  growth  hormone  in  particular  and 
I  want  to  answer  some  questions  about  those. 

I  also  appreciate  this  opportunity  to  respond  to  questions  raised 
regarding  the  coincidental  link  between  my  wife's  professional 
studies  and  my  work  as  an  endocrinologist.  My  chief  concern  in 
making  this  statement  is  that  the  national — ^national  publicity  sur- 
rounding this  issue  may  ultimately  hurt  children  whose  families 
are  fri^tened  away  from  an  evaluation  of  a  child's  abnormal 
growth  or  growth  hormone  therapy  if  it's  indicated. 

As  a  pediatric  endocrinologist,  1  take  care  of  children  who  have 
or  are  believed  to  have  problems  of  the  endocrine  system.  Because 
pediatric  endocrinologists  have  special  expertise  in  the  evaluation 
of  growth,  primary  care  physicians,  family  doctors  and  pediatri- 
cians will  frequently  refer  patients  to  a  doctor  like  me  for  evalua- 
tion of  that  growth. 

There's  a  long  list  of  medical  problems  that  can  interfere  with  a 
normal  child's  growth  and  if  a  child  is  not  growing  normally,  the 
term  for  that  is  growth  failure,  which  is  different  Uian  short  stat- 
ure. Short  stature  just  implies  that  a  child  is  short.  Growth  failure 
defines  the  condition  where  the  child  is  not  growing  at  a  normal 
rate,  and  the  distinction  is  very  important. 

When  a  child  is  referred  to  me  for  a  growth  evaluation,  I  follow 
a  procedure  which  is  fairly  standard  among  pediatric 
endocrinologists.  This  is  outlined  in  detail  in  this  written  state- 
ment. In  the  interest  of  time,  I  am  not  going  to — I  am  not  going 
to  cover  it  all.  But  one  point  that  I  think  I  have  to  make  is  that 
until — until  systemic  causes  of  growth  failure,  for  example,  renal 
disease  or  bowel  disease  or  bone  disease  are  ruled  out,  I  don't  even 
test  for  the  presence  of  growth  hormone  deficiency.  Certainly, 
growth  hormone  is  not  recommended  until  those  steps  are  taken. 

In  March  of  this  year,  I  began  to  receive  inquiries  from  the 
media  regarding  growth  hormone  therapy  and  I  had  no  idea  what 
prompted  this  attention  until  just  this  past  August  when  a  Char- 
lotte reporter  shared  with  me  three  letters  that  she  said  she  had 
no  difficulty  obtaining. 

One  was  a  letter  written  2  years  ago  from  Mr.  Towle  to  Mr.  Jer- 
emy Rifkin.  The  other  two  were  from  this  subcommittee  to  the 
Food  and  Drug  Administration  and  Federal  Trade  Commission 
which  rgiised  questions  about  my  wife's  relationships  with  one  of 
the  two  pharmaceutical  companies  manufacturing  tne  growth  hor- 
mone I  prescribe. 

I  subsequently  learned  that  since  his  letter  was  sent  to  Mr. 
Rifkin,  Mr.  Towle  has  given  interviews  to  the  national  press  where 
he  has  repeated  his  charges  of  unethical  behavior  against  me  alleg- 
ing that  I  pressured  them  to  treat  their  son  with  growth  hormone. 
Because  of  my  high  regard  for  patient  confidentiality,  I  have  been 
reluctant  to  respond  in  any  way  to  the  media,  to  any  of  these  accu- 
sations and  therefore  I  am  grateful  for  this  opportunity  to  testify. 

Mr.  Towle  says  in  his  letter  to  Mr.  Rifkin,  which  is  now  public 
record,  that  his  son,  Brodie,  was  referred  for  a  growth  evaluation 
and  only  had  one  appointment  to  me.  While  during  this  appoint- 
ment in  response  to  his  questions,  we  may  have  discussed  general 
information  regarding  growth  hormone  therapy  that  the  Towles 
never — the  Towles  elected  never  to  complete  their  son's  evaluation. 
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I  can  categorically  state  that  I  have  never  recommended  gprowth 
hormone  therapy  for  any  child  before  a  proper  medical  evaluation 
and  I  did  not  recommend  growth  hormone  therapy  for  Brodie.  At 
no  time  did  Mr.  Towle  ever  express  to  me  personally  that  he  was 
upset. 

After  learning  about  his  letter  last  August  and  the  subsequent 
newspaper  interviews,  I  checked  with  both  the  county  and  State 
medical  societies,  both  of  whom  have  activity  mechanisms  for  deal- 
ing with  patient  grievances,  to  see  if  Mr.  Towle  filed  a  complaint 
and  they  informed  me  that  he  had  not. 

I  now  want  to  comment  regarding  the  screening  programs  and 
my  wife's  activities  in  them.  My  wife,  Susan  Parker,  is  an  experi- 
enced pediatric  nurse  and  she  has  been  involved  in  pediatric  endo- 
crinology since  1984.  She  has  worked  in  my  office  as  a  pediatric  en- 
docrine nurse  and  she  does  patient  testing  and  education.  She  has 
credentials  that  stand  on  their  own  merits. 

She  is  nationally  well-regarded  and  she  is  respected  by  her  peers. 
In  1990,  she  was  elected  to  a  2-year  term  as  Secretary  of  the  Pedi- 
atric Endocrine  Nursing  Society,  the  International  Professional  Or- 
ganization of  Pediatric  Endocrine  Nurses.  She  has  published  by 
herself  on  the  subject  of  growth  and  growth  disorders  in  children 
and  she  has  been  an  invited  lecturer  all  across  the  country. 

Two  years  ago,  the  medical  publisher,  Lippincott  and  Company, 
asked  her  to  author  a  major  portion  of  the  pediatric  endocrinology 
section  in  their  latest  pediatric  nursing  textbook  which  was  pub- 
lished last  year.  She  wrote  one  of  the  three  section  chapters  herself 
and  she  coauthored  another. 

Questions  have  been  raised  about  her  Charlotte  school  screening 
study.  Susan,  on  her  own  merit,  has  been  a  proponent  of  school 
measurement  of  children  for  10  years.  Many  children  don't  have  a 
family  doctor  or  pediatrician  who  measures  them  every  year.  But 
most  school  systems  do  measure  children,  either  as  part  of  the 
health  department  or  the  physical  education.  These  measurements, 
however,  are  frequently  just  written  on  a  health  card  or  an  index 
card  and  no  one  does  anything  else  with  those  measurements. 

Susan's  purpose  in  designing  the  Charlotte  screening  study  was 
to  evaluate  the  feasibility  of  a  longitudinal  observation  of  children's 
growth  rates  and  that  really  can  only  be  done  if  you  look  at  those 
points  as  they  are  plotted  on  a  growth  chart.  Numbers  on  a  card 
mean  nothing. 

Her  objectives  in  designing  this  study  were  first  to  see  if  such  an 
undertaking  in  such  a  large  school  district  was  possible;  second,  to 
evaluate  response  rates  of  the  referral  letters  of  referred  children; 
and  third,  to  ascertain  the  fi*equency  of  serious  medical  illness 
which  could  have  been  detected  by  school  screening  of  growth 
rates. 

Her  project  in  the  Charlotte  Mecklenburg  school  system  was  sole- 
ly her  idea.  She  asked  Grenentech  for  a  grant  to  do  it.  Before  the 
first  child  was  measured,  there  was  a  year  in  preparation  for  this 
study.  The  design  and  protocol  were  presented  to  the  Child  Health 
Committee  of  the  Mecklenburg  Medical  Society  for  discussion  and 
refinement.  Also  reviewing  the  protocol  were  the  board  of  directors 
of  the  Human  Growth  Foundation,  the  University  of  North  Caro- 
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lina  School  of  Nursing,  the  Mecklenburg  County  Department  of 
Health,  and  the  Mecklenburg  County  school  system. 

Everyone  that  was  involved  in  this  study  was  aware  that  the 
funding  for  the  study  came  from  Genetech.  At  the  time  of  the 
studv,  Susan  had  a  consulting  agreement  with  Genetech,  They  paid 
her  $36,000  a  year  for  3  years.  About  one-third  of  her  time  was  de- 
voted to  running  her  study.  She  paid  her  study  expenses,  including 
the  payment  to  personnel  who  proctored  the  nursing  students  and 
the  people  who  did  data  entry  for  the  measurements,  out  of  this 
money. 

In  addition  to  running  the  study,  apart  from  it  as  a  consultant, 
Susan  did  lectures.  She  developed  educational  programs  and  she 
also  designed  a  program  to  monitor  patient  compliance  with  ther- 
apy. Susan's  design  was  concerned  with  children's  growth  velocities 
and  not  a  single  height  measurement,  and  this  is  a  point  I  tried 
to  make  at  the  beginning. 

Her  study  has  not  been  published  yet  but  I'll  tell  you  that  the 
tight  criteria  that  she  established  to  generate  a  referral  letter  re- 
sulted in  about  a  1  percent  referral  rate.  Children  identified  by  the 
school  screening  study  were  measured  a  minimum  of  two  times  be- 
fore a  referral  letter  was  sent  to  a  parent  by  the  health  depart- 
ment. 

The  letter  simply  stated  that  the  child  had  been  measured  at 
school  and  recommended  that  the  child  be  seen  by  the  family  phy- 
sician or  pediatrician  to  determine  whether  or  not  further  evalua- 
tion was  needed.  A  growth  chart  was  attached  to  the  letter. 

No  children  were  referred  to  me.  My  prescribing  practices  were 
at  no  time  affected  by  this  study.  The  data  haven  t  been  analyzed 
and  the  study  hasn't  been  published  because  it's  not  completed  yet. 
She  has  presented  her  study  to  a  scientific  session  of  the  Pediatric 
Endocrine  Nursing  Society  and,  Mr.  Chairman,  I  have  a  copy  of 
that  abstract  that  I  can  send  you  at  a  later  time.  I'd  ask  you  that 
would  you  add  that  to  the  record. 

Chairman  Wyden.  Without  objection,  so  ordered. 

[The  information  may  be  found  in  the  appendix.] 

Dr.  Parker.  Thank  you.  But  she  still  plans  to  publish  this  study 
and  I'll  be  happy  to  send  you  the  galley  proofs  of  that,  too. 

Susan's  growth  screening  study  is  scientifically  sound.  As  I  said, 
it  has  in  no  way  affected  my  prescribing  patterns.  I  am  very 
thoughtful  about  my  use  of  growth  hormone  and  I  carefully  con- 
sider each  case  before  I  recommend  therapy. 

The  assertion  that  Susan's  consulting  agreement  with  Genetech 
has  influenced  my  prescribing  of  Protropin  is  completely  false.  Of 
the  patients  that  I  am  currently  treating  with  growth  hormone, 
about  one-third  of  them  I  inherited  from  other  doctors.  A  recent 
look  at  all  of  my  patients  shows  that  about  half  of  my  patients  take 
Protropin  and  about  half  take  Lilly.  If  I  diagnose  growth  hormone 
deficiency  in  a  child,  I  give  the  parents  the  choice  of  which  product 
they  want  to  use. 

In  closing,  I  would  like  to  encourage  the  subcommittee  to  search 
for  balance  in  reaching  its  conclusions.  Most  every  pediatric 
endocrinologist  has  had  the  heart-rendering  experience  of  children 
referred  to  us  which  have  had  growth  failure  which  in  retrospect 
has  gone  on  for  many  years  before  a  diagnosis  is  made  and  many 
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of  these  diageneses  are  not  growth  hormone  deficiencies.  They  can 
be  other  medical  problems. 

I  think  it  would  be  a  real  shame  if  publicity  of  this  subcommit- 
tee's good  intentions  had  the  unintended  effect  of  dissuading  a  par- 
ent from  pursuing  an  evaluation  for  her  child  who  is  not  growing 
normally.  Concern  for  overprescribing  is  definitely  appropriate,  but 
care  must  be  taken  to  avoid  dismissing  growth  hormone  therapy 
out  of  hand. 

There's  no  place  for  a  broad  brush  in  this  discussion.  Growth  hor- 
mone is  assuredly  not  appropriate  treatment  for  most  children. 
However,  in  growth  hormone  deficient  children,  as  Dr. 
MacGillivray  said,  it  is  absolutely  indicated  and  for  those  children 
it  is  life-changing. 

[Dr.  Parkers  statement  may  be  found  in  the  appendix.] 

Chairman  Wyden.  Doctor,  thank  you  very  much.  That's  helpful 
and  well  have  some  questions  for  you  in  just  a  couple  of  moments. 

Dr.  Rogol,  welcome. 

TESTIMONY  OF  ALAN  D.  ROGOL,  MJ)^  PHX)^  REPRESENTING 
THE  ENDOCRINE  SOCIETY,  DEPARTMENT  OF  PEDIATRICS, 
UNIVERSITY  OF  VIRGINIA  HEALTH  SCIENCES  UNIVERSITY, 
CHARLOTTESVILLE,  VIRGINIA 

Dr.  RoGOL.  Thank  you.  Mr.  Wyden,  Members  and  staff,  thank 
you  for  the  opportunity  to  appear  before  this  subcommittee.  I  tes- 
tify today  on  behalf  of  the  Endocrine  Society,  an  organization  which 
represents  nearly  8,000  scientists  and  clinicians  who  specialize  in 
the  general — who  specialize  in  the  research  and  treatment  of  the 
endocrine  system. 

Before  consideration  of  growth  hormone  treatment,  it  is  impor- 
tant to  realize  that  the  diagnosis  of  growth  hormone  deficiency  can 
be  imprecise  and  ambiguous.  Some  of  these  reasons  have  been  dis- 
cussed by  Dr.  MacGillivray  and  I  will  summarize  merely  by  saying, 
in  essence,  there  is  no  goal  standard.  You  have  requested  that  I  de- 
scribe the  kinds  of  questionable  marketing  practices  that  I  have  en- 
countered. In  my  statement,  they  are  in  detail.  I  will  just  mention 
a  couple  here. 

There  are  two  major  companies  in  the  United  States.  Both  have 
marketing  people  who  visit  me  bimonthly.  Not  only  have  I  person- 
ally not  been  subjected  to  questionable  practices,  but  I  also  am 
aware  of  the  responsible  control  of  the  distribution.  Well  over  90 
percent  of  the  hormone  that  is  made  we  know  where  it  goes,  and 
I  think  that's  unusual  for  a  lot  of  the  drugs. 

I  wish  to  review  with  you  now  growth  in  children  before  I  turn 
to  the  proper  clinical  use  of  human  growth  hormone  and  the  bene- 
fits of  growth  screening  programs. 

The  concept  that  Dr.  MacGillivray  brought  up  about  final  adult 
or  target  height  is  in  fact  dependent  upon  one's  parents.  To  para- 
phrase a  homey  saying,  Scottie  dogs  have  Scottie  dog  puppies  and 
Great  Danes  have  Great  Dane  puppies,  as  most  of  you  will  realize, 
I  am  the  way  I  am  because  my  parents  were  both  below  5  feet  tall. 

What  about  predictions  of  height  as  was  brought  up  before?  Pre- 
dictions are  for  normally  growing  children  who  on  average  will 
meet  their  targets  within  2  or  3  inches,  plus  or  minus.  Short,  ab- 
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normally  slowly  growing  children — abnormally  slowly  growing  chil- 
dren may  not  reach  their  target  height,  as  has  been  discussed. 

It  is  a  proper  scientific  area  for  study  with  the  goals  determined 
if  they  do  reach  this  height.  Exceeding  that  height,  if  gn*owth  hor- 
mone is  used,  is  not  the  goal  of  that  variety  of  therapy.  What  is 
the  goal  is  to  see  that  they  reach  their  genetic  potential. 

What  are  the  proper  uses  of  growth  normone?  I  might  add,  it  is 
very  unfortunate  that  this  hormone  is  called  growth  hormone  be- 
cause it  does  an  awful  lot  of  other  things.  Your  subcommittee  will 
clearly  be  aware  of  studies  in  adults. 

Now,  why  in  the  world  would  you  want  to  do  a  study  in  an  adult 
who  has  stopped  gprowing?  The  issue  is  it  has  many  other  effects 
in  addition  to  growth.  So,  the  misnomer  is  what  we  are  burdened 
with.  The  first  is  growth  hormone  deficiency,  end  of  dictation.  The 
second  is  the  Turner  Syndrome,  as  was  brought  up,  short,  slowly 
growing  girls. 

It's  curious,  this  is  an  approved  indication  in  more  than  25  west- 
ern countries.  We  use  it  here.  It  was  brought  up  this  morning  that 
it  is  an  off*-labeled  use  that  is  approved  by  some  insurance  compa- 
nies. Clearly  this  needs  to  be  an  on-label  use.  Chronic  renal  insuffi- 
ciency, that  was  also  brought  up.  This  is  an  approved  use  for  one 
of  the  three  varieties  of  growth  hormone  that  are  presently  on  the 
market;  two  from  Genetech,  one  from  Lilly. 

Now,  severe  short  stature  with  diminished  growth  velocity,  de- 
spite normal  biochemical  tests.  What  did  I  just  say?  Well,  tnat  is 
the  gray  area,  Mr.  Wyden.  This  is  where  the  clinical  judgment  of 
an  experienced  pediatric  endocrinologist,  as  was  brought  up  a  num- 
ber of  times,  is  important.  I  certainly  can  go  into  those  details.  I 
have  done  this  for  23  years.  I  will  not. 

Independently  and  collectively,  the  American  Academy  of  Pediat- 
rics and  the  Lawson  Wilkins  Pediatric  Endocrine  Society,  as  Dr. 
MacGillivray  have  said,  have  set  g^delines  for  the  prescription, 
dispensation  and  utilization  of  growth  hormone.  These  are  impor- 
tant. 

What  about  growth  screening  programs?  Since  the  normal 
growth  of  a  child  is  the  single  best  indicator  of  "general  health," 
most  screening  programs  are  proper,  efficacious  and,  in  fact,  cost- 
effective  for  children  whose  underlying  pathologic  condition  is  re- 
mediable. 

There  are  a  lot  of  those  that  aren't  growth  hormone  deficiency. 
With  such  programs,  preventable  or  correctable  conditions  may  go 
undetected  completely  or  for  long  periods  of  time  because  of  the  re- 
liance on  concerned  families  or  primary  care  givers.  That  is,  with- 
out the  programs  that  is  what  would  happen,  to  refer  slowly  grow- 
ing children  for  evaluation. 

I  show  in  my  statement  a  summary  of  the  Utah  data  where  over 
100,000  kids  were  screened.  Many  conditions  were  found.  The  mi- 
nority were  growth  hormone  deficiency  and  of  all  the  children  in 
Utah  with  growth  hormone  deficiency  that  were  found,  only  half  of 
them  had  been  previously  identified. 

Dr.  RoGOL.  So  we  emphasize  the  screening  fought  for  short  stat- 
ure, that  is  not  a  disease.  What  is  a  problem  is  we  are  screening 
for  growth  failure.  I  don't  care  whether  you  are  above  the  growth 
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chart,  if  you  fail  to  grow,  that  is  worrisome.  You  are  not  short,  but 
you  have  CTOwth  failure.  Key  elements. 

Now,  what  is  cosmetic  endocrinology.  Boy,  that  is  a  terrific  term. 
It  is  a  catchy  phrase,  engenders  much  emotion,  and  it  is  the  use 
of  growth  hormones  or  hormones  to  enhance  appearance  or  in- 
crease gprowth  within  the  normal  range,  which  is  unethical. 

I  present  several  examples.  Athletes:  Strength,  appearance,  per- 
formance. The  only  advantage — not  advantage,  we  know  less  about 
this  than  we  know  about  anabolic  steroids,  but  it  is  in  the  ball 
park. 

You  have  asked  me  to  comment  on  the  affordability  of  health 
care  coverage  for  small  employers  or  people  on  public  programs 
such  as  Medicaid.  I  am  unaware  of  such  practices,  obviously,  except 
what  was  brought  up  this  morning.  I  wasn't  aware  of  that  before- 
hand. Probably  because  such  instances  are  rare,  as  the  vast  major- 
ity of  pediatric  endocrinologists  do  not  misprescribe  growth  hor- 
mone. In  contrast  to  many  drugs,  growth  hormone  is  not  given  to 
physicians  or  patients  as  samples. 

In  closing,  I  am  personally  not  aware  of  undue  pressure  being 
applied  to  physicians  by  the  pharmaceutical  companies  that 
produce  human  growth  hormone.  Nevertheless,  I  would  consider 
the  use  of  the  hormone  for  cosmetic  endocrinology  to  be  unethical. 
I  have  found  the  screening  programs  and  clinical  research  sup- 
ported by  nonprofit  foundations  to  be  objective,  of  scientific  merit, 
and  overall  properly  conducted.  The  screening  programs  have,  in 
fact,  identified  children  with  previously  undetected  remediable 
medical  conditions,  including  of  course  growth  hormone  deficiency. 
However,  this  subcommittee  should  not  lose  sight  of  the  substantial 
medical  benefits  of  the  appropriate  use  of  human  growth  hormone 
therapy  and  thus  the  great  need  for  more  clinical  trials  to  deter- 
mine such  appropriate  uses  of  the  hormone. 

Thank  you  so  much,  sir. 

Chairman  Wyden.  Doctor,  thank  you.  Very  helpful.  We  will  have 
some  questions  in  just  a  moment. 

[Dr.  Rogol's  statement  may  be  foimd  in  the  appendix.] 

Chairman  Wyden.  Dr.  Miles. 

TESTIMONY  OF  STEVEN  MILES,  MD.,  CENTER  FOR  BIO- 
MEDICAL ETHICS,  UNIVERSITY  OF  MINNESOTA;  MINNEAPO- 
LIS, MINNESOTA 

Dr.  Miles.  My  name  is  Dr.  Steve  Miles  and  I  am  speaking  on 
behalf  of  the  Center  for  Biomedical  Ethics  at  the  University  of  Min- 
nesota. I  am  not  a  pediatric  endocrinologist.  I  was  asked  by  the 
subcommittee  to  address  the  broad  issues,  the  broad  ethical  issues 
that  are  raised  by  the  general  practices  which  are  under  the  sub- 
committee consideration.  So,  my  remarks  will  return  to  the  earlier 
speakers  at  the  hearing  today,  the  speakers  who  brought  up  con- 
cerns about  the  broader  effect  of  sponsored  research  and  sponsored 
educational  programs. 

It  is  important  to  note  that  as  a  background  to  these  concerns 
that  the  marketing  and  dissemination  of  new  technologies  is  thor- 
oughly programmatically  and  financially  integrated  into  clinical 
education  and  continuing  education  of  practicing  physicians.  This 
integration  supports  valuable  education  and  research.  But  the  trou- 
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bling  concerns  raised  by  these  same  relationships  between  clinician 
and  researchers  are  also  well-known  and  are  an  important  back- 
drop for  our  conversation  today. 

Today,  the  concern  is  two  specific  questions:  First,  corporate 
sponsored,  post-marketing  public  education  using  credible 
intermediaries  who  are  not  identified  as  drug  corporations  to  en- 
hance case  identification  for  FDA-approved  and  non-FDA-approved 
use;  and  second,  the  use  of  research  grants  to  prescribing  health 
care  providers  who  are  in  a  position  to  enhance  the  donor's  market 
position. 

Let  me  just  brieflv  state  what  the  major  ethical  concerns  are  per- 
taining to  public  education  campaigns  and  research  grants  of  this 
type. 

First,  the  practice  of  drug  companies  paying  providers  who  pre- 
scribe their  products  may  improperly  and  covertly  affect  clinical 
recommendations  to  patients  and  their  subsequent  informed  con- 
sent. This  may  expose  patients  or  research  subjects  who  receive 
such  counseling  to  choose  to  receive  clinical  risks,  uncertainties,  or 
costs  that  they  would  not  otherwise  choose  to  bear. 

Second,  corporate-sponsored  public  education  through  trusted, 
noncorporate  identified  intermediaries  such  as  the  Human  Growth 
Foundation  may  adversely  affect  public  education.  It  may  imder- 
mine  public  policy  for  consumer  protection  regarding  the  rules  for 
the  advertising  and  medication.  It  may  improperly,  needlessly,  and 
destructively  fan  anxieties  and  fears  about  social  stigmatization 
from  normal  physical  conditions,  and  I  might  add  that  until  Mr. 
Towle  spoke,  at  S'S",  I  have  never  felt  short.  However,  I  will  con- 
sider a  lawsuit  against  my  parents  on  leaving  the  hearing  today. 
It  may  manipulate  societal  understandings  and  perceptions,  so  as 
to  resnape  or  reprioritize  health  care  resource  allocation. 

Third,  the  granting  of  market  seeding  funds  that  are  misrepre- 
sented as  education  and  research  support  as  incentives  to  prescrib- 
ing providers  is  inflationary  in  its  particularly  troubling  way.  First, 
it  conceals  charges  from  health  care  payers  that  misrepresents  pro- 
vider compensation  and  conceals  it  in  the  research  budget.  Thus, 
it  undermines  efforts  of  physician  compensation  reform  such  as  the 
RBS  system. 

Second,  it  increases  the  costs  of  medications,  both  by  the  direct 
costs  of  these  types  of  kickbacks  and  also  because  of  the  indirect 
costs  incurred  by  necessary  countermeasures  by  competing  manu- 
facturers. 

Fourth,  the  unregulated  preferential  reliance  on  post-marketing 
research  to  study  or  legitimize  off-label  uses,  including  uncontrolled 
post-marketing  trials,  as  had  been  referred  to  by  earlier  speakers, 
can  adversely  affect  drug  research.  It  shifls  costs  of  product  devel- 
opment from  manufacturers  to  third  party  payers;  it  can  improp- 
erly circumvent  ethical  standards  for  protecting  research  subjects; 
it  can  lower  the  quality  of  research  by  substituting  retrospective 
uncontrolled  designs  for  prospective  controlled  studies,  and  it  sub- 
verts the  intended  primary  role  of  post-marketing  research  as  a 
way  to  guide  or  monitor  the  side  effects  of  emerging  approved  label 
uses. 

It  will  be  very  difficult  to  address  these  abuses.  Regulating  or 
criminalizing  abuse  without  infringing  on  legitimate  or  beneficial 
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education  or  corporate-sponsored  research  will  be  difficult  to  do,  yet 
we  must  do  so.  Let  me  propose  several  options  that  might  be  con- 
sidered. 

First,  it  seems  to  me  that  education  and  research  grants  to  clini- 
cians or  researchers  who  prescribe  products  of  the  granting  cor- 
poration should  be  accountable  to  the  same  types  of  oversight  and 
supervisory  management  of  those  inducements  which  affect  pa- 
tients or  research  subjects'  consent,  as  have  been  proposed  by 
major  professional  societies. 

Second,  public  education  campaigns  that  are  funded  by  drug 
company  funds  must  not  be  allowed  to  become  an  unregulated  form 
of  drug  advertising. 

Third,  noncredible  seed  marketing  research  grants  should  be 
characterized  as  kickbacks,  and  I  believe  that  there  is  ample  way 
to  do  so. 

Fourth,  provide  payments  to  prescribers  or  prescriber-related 
foundations  should  be  identified  to  payers  to  assure  proper  under- 
standing of  provider  compensation  for  clinical  services. 

Fifth,  I  believe  that  manufacturers  should  defray  the  costs  of 
drugs  and  treatments  for  patients  who  participate  in  post-market- 
ing surveillance  research. 

Nevertheless,  I  do  not  believe  that  the  subcommittee  can  address 
this  question  simply  by  finger  waiving  against  greedy  corporations, 
nor  do  I  think  that  the  subcommittee  can  address  this  question  by 
simply  trying  to  develop  a  framework  for  policing  or  penalizing 
abuses.  The  vast  resources  for  health  care,  coupled  with  the  ab- 
sence of  workable  mechanisms  for  promoting  fair  technology  as- 
sessment, has  created  an  open  frontier  that  invites  entrepreneurial 
abuses  by  third  party  payment — of  third  party  payment  opportuni- 
ties, and  it  is  that  frontier  which  we  need  to  reexamine. 

It  is  not  surprising  that  the  deep  pockets  of  Medicaid  have  at- 
tracted this  type  of  audacious  entrepreneurial  raid,  and  that  in- 
cludes the  scandal  of  overpriced  treatment  monitoring  systems  for 
schizophrenic  medications  and  improperly  promoted,  nonvalidated, 
and  unapproved  use  of  excessively  costly  drugs  for  short  children. 
These  schemes  are  both  alike  and  could  be  deemed  directly  tar- 
geted at  conditions  disproportionately  found  in  Medicaid-dependent 
populations. 

To  address  these  fundamental  issues  raised  by  corporate-spon- 
sored and  research  education,  the  creation  of  a  Federal  research  in- 
stitute to  supervise  corporate-sponsored  research  deserves  careful 
consideration,  and  I  propose  what  such  an  agency  might  involve  in 
my  full  testimony.  A  complete  public  policy  solution  to  the  issues 
of  concern  to  the  subcommittee  will  not  be  found  by  focusing  simply 
on  policing  abuses.  We  simply  must  develop  a  complete  execution 
by  developing  a  national  consensus  to  focus  on  technology  assess- 
ment, stewardship  of  our  health  care  resources,  and  maintenance 
of  the  integrity  of  our  research  enterprise.  Thank  you. 

Chairman  Wyden.  Dr.  Miles,  thank  you  very  much.  All  of  you 
have  been  helpful.  Let's  go  right  to  the  questions. 

Chairman  Wyden.  Dr.  MacGillivray  and  maybe  Dr.  Miles  can 
hand  you  that  mike;  you  all  can  share  it. 
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You  said  that  the  prevalence  of  hormone  deficiency  diseases  that 
cause  short  stature  is  small.  Could  you  tell  us  in  your  view  how 
small?  ,  ,    ,  _  - 

Dr.  MacGilljvray.  Based  on  the  HUTA  data,  it  looks  as  if  the 
incidence  of  growth  hormone  deficiency  is  about  1  in  3,000  to  1  in 
5,000.  Now,  I  have  to  tell  you,  there  is  veiy  httle  hard  data  on  the 
incidence  of  growth  hormone  deficiency,  because  you  would  have  to 
do  not  only  the  screening,  you  would  have  to  do  a  lot  of  laboratory 
tests  and  that  would  be  very  expensive.  On  the  basis  of  another 
study  carried  out  in  Scotland,  the  incidence  was  1  in  400. 

Now,  if  you  look  at  the  growth  curve,  and  that  is  a  growth  curve, 
the  way  you  pick  up  a  growth  problem  in  a  child  is  you  take  the 
age  of  the  child  and  the  height  of  the  child  and  you  compare  that 
child's  stature  to  the  general  population.  So,  there  is  an  average 
and  there  is  a  5  percentile  and  there  is  a  95  percentile. 

Now,  what  I  am  showing  you  here  is  the  way  a  pediatric 
endocrinologist  and  a  pediatrician  or  physician  would  recognize 
that  the  child  is  having  a  problem,  is  that  the  child  is  deviating 
further  and  further  away  from  the  very  lowest  normal  channel.  So, 
that  child's  growth  rate  is  less  than  it  should  be  each  year.  The 
child  is  growing,  but  not  enough.  After  the  age  of  three,  children 
should  sustain  the  growth  channel  that  thev  were  on  when  they 
were  3  years  of  age.  So,  if  you  have  a  child  who  is  on  a  normal 
channel  at  the  age  of  three  and  continues  on  that  lower  normal 
channel,  be  it  the  first  percentile,  the  fifth  percentile,  the  tenth 
percentile,  that  child  is  growing  normally  and  does  not  need  to  be 
treated.  TTie  patients  we  worry  about  are  the  children  who  are  fail- 
ing to  have  a  normal  growth  rate,  consequently  they  deviate  fur- 
ther and  further  away.  These  are  the  ones  we  recommend  have  the 
diagnostic  testing  and  consideration  of  treatment. 

I  cannot  emphasize  sufficiently  the  importance  of  the  input  of  the 
patient.  If  the  patient  does  not  perceive  a  problem,  the  patient  real- 
ly does  not  need  us  at  all.  As  long  as  the  patient  realizes  that 
snould  puberty  start  when  he  is  extremely  short,  puberty  will  only 

five  him  X  number  of  inches  and  he  may  not  reach  his  genetic  en- 
owment.  Is  that  so  important?  If  it  is  important  to  the  patient,  if 
it  is  important  to  the  family,  I  think  it  is  important. 

Chairman  Wyden.  So  you  have  told  us  that  the  prevalence  of 
human  growth  deficiency  diseases  and  the  problem  of  short  stature 
as  a  result  of  this  disease  is  pretty  small. 

Dr.  MacGillivray.  No,  I  didn't  say  short  stature  is  that  uncom- 
mon. If  you  look  at  the  first  percentile,  the  first  percentile  is  1  in 
100  children  on  the  first  percentile.  So,  if  you  look  at  the  frequency 
of  short  stature,  it  is  1  in  100  children.  But  these  are  not  children 
that  I  would  worry  about  if  their  growth  rates  are  normal.  So,  the 
incidence  of  short  stature  is  much  larger.  The  incidence  of  growth 
hormone  deficiency  is  3,000  to  15,000. 

Chairman  Wyden.  Very  good,  I  appreciate  your  clarifying  that. 

So  we  have  established  that  hormone  deficiency  is  relatively 
rare,  what  we  would  like  to  start  with  is  how  do  you  account,  given 
the  fact  that  it  is  rare,  for  a  physician  who  might  have  several  hun- 
dred patients  with  these  diseases? 

Dr.  MacGillivray.  I  think  you  ought  to  ask  that  of  the  physi- 
cian. I  mean,  I  am  going  to  tell  you  based  on  our  population  in 
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upper  New  York  State  the  number  of  children  we  have  on  growth 
hormone  treatment  would  fall  into  the  1  in  3,000  to  1  in  5,000  esti- 
mate. Seventy  percent  of  the  children  that  we  have  on  growth  hor- 
mone treatment  are  what  I  call  classically  growth  hormone  defi- 
cient. The  remaining  30  percent  are  children  who  have  renal  insuf- 
ficiency. Turner's  Syndrome,  and  a  small  proportion  of  these  young- 
sters who  worry  you,  that  you  cannot  explain  on  the  basis  of  any 
other  reason,  but  they  are  not  growing  the  way  they  should  be 
growing  based  on  their  genetic  endowment.  My  advice  to  any  fam- 
ily that  wants  to  say,  I  am  a  late  bloomer,  therefore  my  child  is 
a  late  bloomer,  is  to  take  the  growth  records  of  the  parents  and 
compare  them  to  the  growth  record  of  the  patient.  If  the  growth  of 
the  father  was  very,  very  different  fi*om  the  growth  of  his  son,  he 
has  a  serious  question  to  answer,  and  that  is,  will  my  child  reach 
my  height — and  by  the  way,  there  is  nothing  wrong  with  5'8";  5'9" 
is  average  height  in  this  country.  No  one  would  recommend  treat- 
ment about  5'8".  We  are  worrying  about  children  not  making  it  into 
the  normal  range,  which  in  this  country  is  approximately  5'4"  for 
a  man,  up  to  6'2".  So,  I  am  not  worried  about  a  youngster.  In  fact, 
I  am  not  worried  about  a  youngster  who  is  5'4"  as  an  adult  if  he 
is  not  worried  about  himself  being  5'4"  as  an  adult. 

I  think  it  is  very  important  for  any  parent  before  they  make  a 
decision  to  listen  to  their  son,  listen  to  their  daughter  and  make 
a  combined  consensus  decision  with  the  physician.  The  physician 
doesn't  make  the  decision,  it  is  a  consensus  decision,  and  you  are 
absolutely  right,  short  stature  does  not  kill  you.  So,  I  think  any 
time  you  want  to  try  to  help  a  child  who  is  failing  to  grow,  then 
it  should  be  a  combined  decision. 

Chairman  Wyden.  Do  you  have  any  concern  about  a  physician 
having  350  patients  in  a  city,  say,  the  size  of  Minneapolis? 

Dr.  MacGillivray.  I  think  some  physicians  may  get  a  big  rep- 
utation. I  don't  happen  to  have  that  reputation,  so  I  really  don't 
know.  It  sounds  generous,  but  I  think  it  is  a  tough  thing,  and  I 
think  that  that  physician  is  under  a  lot  of  scrutiny  right  now  and 
for  me  to  say  anything  would  be  inappropriate. 

Chairman  Wyden.  Doctor,  we  don't  disagree  at  all  about  the  fact 
that  kids  are  impressionable,  that  this  is  an  area  that  requires 
great  care.  I  just  haven't  seen  any  evidence  that  these  hormone  de- 
ficiencies cluster  geographically,  and  yet  what  we  are  seeing  in 
some  of  these  communities  is  physicians  with  an  awful  lot  of  pa- 
tients. 

Dr.  MacGillivray.  Well,  I  think  that  kind  of  scrutiny  is  healthy 
scrutiny.  Chairman  Wyden.  I  think  it  is  healthy,  and  I  think  ac- 
countability is  very  healthy.  So,  I  have  no  concerns  about  what  you 
are  proposing  to  do. 

Chairman  Wyden.  Well,  we  very  much  welcome  your  expertise, 
and  it  has  been  very  helpful,  and  in  fact  I  would  like  to  ask  in  par- 
ticular that  these  studies  to  which  you  have  referred  with  respect 
to  the  prevalence  of  hormone  deficiency  diseases,  I  would  like  to 
make  that  available  as  part  of  the  record  and  make  it  available  to 
the  Members,  and  we  thank  you  for  it. 

Dr.  MacGillivray.  Sure. 

[The  information's  may  be  found  in  the  appendix.] 
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Chairman  Wyden.  Let  me  move  now  to  you,  Dr.  Parker,  if  I 
might.  You  stated  that  you  treat  or  have  treated  approximately  112 
youngsters  in  the  Charlotte  area  with  HGH  drugs.  Certainly  a  sub- 
stantial number  of  youngsters.  I  think  we  would  like  to  start  by 
asking  you  whether  in  each  of  these  cases  you  made  a  diagnosis 
of  no  hormone  present  before  you  prescribed  the  HGH  drug? 

Dr.  Parker.  About  a  third  of  those  kids  were  diagnosed  by  other 
endocrinologists.  I  did,  in  the  vast  majority  of  those  children,  they 
have  classic  growth  hormone  deficiency,  but  as  Dr.  Rogol  said  in 
his  statement,  the  definition  of  growth  normone  deficiency  is  a  dif- 
ficult one  to  make,  and  there  are  a  lot  of— besides  the  pharma- 
cological results  of  the  tests,  there  are  other  parameters  that  are 
looked  at. 

Now,  most  of  the  children  in  my  practice  do  have  what  would  be 
termed  "classic  growth  hormone  deficiency,"  and  what  that  means 
is,  in  response  to  two  pharmacologic  tests,  those  children  would 
have  a  growth  hormone  response  of  less  than  10  nanograms  per 
milliliter. 

I  feel  that — I  think  112  does  sound — the  tone  of  your  question  is, 
is  you  think  that  is  a  lot  of  patients.  I  would  like  to  mention  that 
until  July  of  this  year,  I  was  the  only  pediatric  endocrinologist  in 
Charlotte,  and  that  made  me  the  only  pediatric  endocrinologist  in 
that  part  of  the  State  west  of  Winston  Salem.  My  referral  area  in- 
cludes the  Charlotte  metropolitan  area,  but  also  all  of  western 
North  Carolina.  I  have  had  patients  referred  to  me  from  eastern 
Tennessee,  and  much  of  northern  South  Carolina. 

Unlike  professors  in  medical  centers  who  have  other  responsibil- 
ities other  than  direct  patient  care,  like  nmning  a  program,  for  ex- 
ample, I  see  patients  Monday  through  Friday.  So,  7  days  a  week, 
4  of  those  days  I  see  patients  all  day,  and  then  half  a  day  on  Fri- 
day. So,  the  number  of  patients  that  I  have,  and  I  have  not  done 
a  population  breakdown,  but  I  am  going  to  do  that  when  I  go  back 
and  I  would  be  curious  to  look  at  the  population  of  that  part  of  the 
coimtry.  I  don't  feel  that  I  am  an  aggressive  prescriber,  and  I 
would  really  welcome  if  you  wanted  to  have  my  charts  reviewed  by 
a  panel  of  pediatric  endocrinologists,  I  would  welcome  that.  But  I 
am  straying 

Chairman  Wyden.  Let  me  ask  this  again,  though,  because  this 
was  an  area  into  which  we  did  want  to  inquire.  In  how  many  of 
those  112  cases  did  you  make  a  diagnosis  of  no  hormone  present 
before  HGH  was  prescribed? 

Dr.  Parker.  I  would  say  the  vast  majority  of  them  are  under  10, 
but  there  are  children  wno  will  have  a  peak  response  of  8,  9,  10, 
or  11.  I  don't  know  the  answer  to  that  question,  to  give  you  a  num- 
ber. I  could  find  out.  But  I  do  believe  that  the  children  that  I  have 
treated  have  been  appropriately  treated.  I  don't,  for  example,  make 
a  practice  of  treating  children  with  constitutional  late  growth  of 
adolescence. 

Chairman  Wyden.  Why  don't  we  just  say  for  the  record,  if  you 
could  get  that  and  supply  it  for  the  record,  we  would  be  interested 
in  knowing  of  those  112  youngsters,  how  many  there  was  a  diag- 
nosis made  on  them  that  inaicated  that  there  was  no  hormone 
present,  and  we  will  keep  the  record  open  on  that. 

[The  information's  may  be  found  in  the  appendix.! 
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Chairman  Wyden.  Now,  did  you  treat  some  kids  with  the  drug 
who  did  have  the  hormone  present? 

Dr.  Parker.  Who  had  some,  in  the  range  of  10,  yes,  sir. 

Chairman  Wyden.  What  was  your  basis  for  making  that  deci- 
sion? 

Dr.  Parker.  Well,  the  diagnosis  of  growth  hormone  deficiency  is 
based  on  low  growth  hormone  levels,  levels  that  are  too  low  to  sup- 
port normal  growth. 

First  off,  let  me  say  that  any  patient  in  whom  I  have  made  the 
diagnosis  of  growth  hormone  deficiency,  I  have  ruled  out  other  sys- 
temic causes  for  growth  failure.  There  are  other  accompanying  pa- 
rameters that  are  associated  with  the  diagnosis  of  growth  hormone 
deficiency.  The  paramount  one  is  growth  failure. 

Other  associated  characteristics  that  are  present  in  the  children 
that  I  treat  are  low  IGFl  levels,  which  is  a  hormone  that  is  made 
in  response  to  growth  hormone.  Also,  these  children  have  delayed 
bone  ages,  their  skeletal  maturation  lags  behind,  and  I  do  look  at 
each  case  individually.  If  there  is  a  strong  history  of  constitutional 
delay,  I  am  very  hesitant  to  make  the  diagnosis  of  growth  hormone 
deficiency  in  that  child. 

Chairman  Wyden.  All  right.  Let  me  ask  you  about  the  matter  of 
the  research  and  the  work  that  you  and  your  wife  did  together.  I 
am  going  to  enter  into  the  record  a  letter  that  the  subcommittee 
received  from  the  Charlotte  Mecklenburg  Schools  dated  September 
20,  1994. 

Let  me  just  read  vou  what  I  think  is  a  relevant  paragraph.  This 
was  fi-om  the  Charlotte  Mecklenburg  Schools,  fi-om  the  staff  rep- 
resenting the  school. 

"I  do  not  know  why  Charlotte  Mecklenburg  Schools  approved  this 
research.  All  of  the  people  involved  in  the  approval  have  long  since 
left  our  employ.  I  do  recognize  and  understand  the  inappropriate- 
ness  of  allowing  research  to  be  underwritten  by  an  organization, 
Genentech,  that  stands  to  benefit  from  it. 

"My  advice  for  other  school  systems  is  to  put  in  place  official  poli- 
cies and  procedures  that  would  prevent  this  sort  of  thing  from  hap- 
pening to  them.  Charlotte  Mecklenburg  School  has  recently  adopt- 
ed a  policy  that  would  have  prevented  this  type  of  research  from 
taking  place." 

What  would  be  your  reaction  to  the  position  of  the  Charlotte 
Mecklenburg  Schools? 

[The  information's  may  be  found  in  the  appendix.] 

Dr.  Parker.  Well,  I  am  disappointed.  Obviouslv,  I  am  dis- 
appointed with  that  statement.  When  Susan  originally  approached 
them  with  the  idea  to  do  her  study — and  let  me  say  that  she  has 
been  interested  in  the  idea  of  school  screening  for  a  long  time,  and 
the  reason  for  that  is,  as  I  stated  before,  and  I  won't — I  will  try 
not  to  belabor  the  point  too  long,  but  the  fact  is  if  a  child  is  not 
growing  normally  and  you  have  growth  points  available  that  could 
show  you  that  a  child  is  not  growing  normally,  that  it  makes  abso- 
lutely no  sense  to  have  that  data  and  not  record  it  in  a  way  that 
it  is  going  to  be  meaningful.  A  case  in  point,  and  I  am  going  to  di- 
gress a  little  bit  and  this  is  in  my  written  statement. 

Chairman  Wyden.  Take  your  time. 
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Dr.  Parker.  When  I  was  in  the  Air  Force  I  was  at  Wilford  Hall 
Medical  Center  in  San  Antonio,  and  that  was  the  tertiary  referral 
center  for  the  western  part  of  the  country  all  the  way  to  Nevada. 
I  had  a  child  that  was  referred  to  me  from  one  of  the  western 
States  by  a  base  pediatrician  there  who  was  a  boy  who  was  18 
years  old  who  was  4' 11",  and  the  pediatrician's  concern  with  this 
boy  after  she  had  done  some  screening  lab  tests  was  that  this  child 
had  h)T)opituitarism.  The  child  came  and  I  retested  him,  specifi- 
cally I  redid  his  thyroid  function  test  and  his  TSH  level  was  over 
600  and  his  T4  was  less  than  1.  It  was  obvious  that  they  boy  had 
primary  hypothjrroidism,  which  is  not  uncommon. 

This  boy  had  been  measured  every  year  at  school  but  hadn't  been 
measured  anywhere  else,  he  hadn't  been  measured  in  the  clinician, 
and  I  called  the  school  where  he  had  gone  and  talked  to  the  school 
nurse  and  she  read  to  me  the  heights  of  this  boy  every  year  that 
they  had  measured,  and  I  reconstructed  a  growth  chart  on  him.  His 
height  had  tracked  just  below  the  50th  percentile,  which  had  he 
stayed  there,  he  would  have  ended  up  at  a  height  of  about  69 
incnes,  which  was,  as  Dr.  Rogol  was  alluding  to,  the  target  height 
for  his  family. 

What  was  clearly  obvious  when  I  plotted  those  growth  points  was 
that  right  after  his  thirteenth  birthday,  this  boy  stopped  growing, 
and  his  height  at  age  14  was  the  same  as  it  had  been  when  he  was 
13,  when  he  was  15,  it  was  the  same  as  he  had  been  when  he  was 
13.  Most  cases  of  diseases  which  interfere  that  dramatically  on 
growth  will  also  delay  puberty,  but  hypothyroidism  isn't  like  that, 
typically.  This  boy  went  through  puberty  normally  and  fused  his 
gn'owth  plates.  I  was  able  to  diagnosis  his  hypothyroidism,  but  his 
growth  plates  had  fused  and  this  boy  is  going  to  be  4'11"  forever. 
The  simple  maneuver  of  plotting  his  points  on  a  growth  chart  and 
that  would  have  raised  a  red  flag.  Somebody  would  have  checked 
thyroid  hormone  levels  and  if  he  had  been  appropriately  treated  at 
age  13  with  thyroid  hormones,  he  would  have  reached  his  normal 
height. 

Well,  Susan  and  I  have  worked  closely  together  ever  since  we  got 
married.  We  are  really  a  team.  She  was  aware  of  cases  like  that 
and  she  has  talked  to  school  nurses  for  years  about  this. 

Well,  when  we  moved  to  Charlotte — Charlotte  is  a  little  bit  dif- 
ferent than  San  Antonio  which  has  16  independent  school  districts. 
Charlotte  was  one  school  district  that  has  75,000  children  enrolled 
in  it.  Susan  had  the  idea  of  saying,  well,  let's  not  let — it  would  be 
really  wonderful  if  we  could  institute  something  like  that  here  in 
Charlotte.  But  it  was  based  on  her  own  idea  to  do  this.  This 
wasn't — this  was  something  she  had  been  thinking  about  for  a  long 
time.  The  school  system  back  then  was — ^it  had  a  different  super- 
intendent, it  had  a  different  school  board,  and  the  people  who  ap- 
proved her  project  at  that  time  actually  were  sold  on  it,  and  she 
had  a  lot  of  meetings  with  the  people  in  the  school  system.  She  also 
had  a  lot  of  meetings  with  the  people  in  the  health  department, 
specifically  the  committee  on  child  health.  Doctor  Ted  Lucas,  who 
chaired  that  committee — I  don't  know  if  you  have  seen  the  Ob- 
server article  from  Sunday,  but  he  was  the  chairman  of  that  com- 
mittee and  he  still  maintains  that  this  was  a  valuable  project. 
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I  think  with  the  publicity  that  has  come  around  school  screening 
programs,  the  schools  have  just  decided  that  they  don't  want  to 
have  aiw  appearance  at  all  of  impropriety  and  the  fact  that  she  is 
my  wife  and  was  doing  this  study  and  I  am  a  pediatric 
endocrinologist  in  town,  they  didn't — I  guess  they  didn't  like  the 
yoke  of  that,  and  they  made  the  decision  to  stop  doing  that.  But 
I  am  going  to  say  again  that  no  patients  from  her  screening  study 
were  referred  to  me  and  the  intent  of  this  study  was  not  to  look 
for  patients  to  treat  with  growth  hormone. 

Cnairman  Wyden.  Let  me  ask  it  this  way,  on  the  basis  of  the 
facts  that  we  know.  Your  wife  received  substantial  grants  to  per- 
form height  screening  in  Charlotte  schools.  These  grants  were  pro- 
vided by  an  HGH  drug  manufacturer.  You  have  told  the  sub- 
committee that  you  are  essentially  the  only  pediatric 
endocrinologist  in  your  general  area,  and  I  guess  what  we  are  in- 
terested in  knowing  is  whether  it  is  likely  that  children  who  might 
be  candidates  for  the  drug  would  almost  automatically  be  referred 
to  you  given  the  fact  that  by  your  admission,  you  are  the  only  per- 
son in  tne  area. 

Dr.  Parker.  Well,  if  a  child  is  growth  hormone  deficient,  if  that 
is  what  the  problem  is,  and  the  child  needs  to  go  on  growth  hor- 
mone, I  suspect  that  might  be  the  case.  I  have  had  patients,  people 
who  live  in  this  area  don't  necessarily  come  to  Charlotte.  Chapel 
Hill  is  not  far  away,  Winston  Salem  is  not  that  far  away,  but  if  a 
child  needs  growth  hormone,  somebody  has  got  to  prescribe  it. 

Chairmgm  Wyden.  I  think,  Dr.  Parker,  something  like  4  hours 
ago  I  started  off  with  this  statement  as  well.  No  one  is  saying  that 
there  isn't  value  in  screening.  I,  and  I  think  virtually  everyone  in 
the  health  field,  feels  that  there  is  value  in  screening.  That  is  off 
the  table.  Not  open  for  debate.  There  is  strong  agreement  on  that. 

The  matter  that  concerns  us  is  this  question  of  conflicts  of  inter- 
est and  I  think  Gtenentech  and  Caremark  have  taken  some  positive 
steps  here  in  the  last  couple  of  weeks,  and  I  am  going  to  move  on. 
But  suffice  it  to  say,  we  are  anxious  to  stay  in  touch  with  you. 
These  are  issues  that  require,  just  as  you  say,  an  effort  to  really 
ferret  out  the  facts  and  make  sure  that  you  have  the  science  prop- 
erly in  perspective,  and  we  are  going  to  be  anxious  to  stay  in  touch 
with  you. 

Let  me  move  on  to  you.  Dr.  Rogol. 

Dr.  Rogol,  Yes,  sir. 

Chairman  Wyden.  You  have  given  us  some  very  helpful  testi- 
mony as  well. 

Now,  the  Washington  Post  has  a  section,  a  health  section 

Dr.  Rogol,  I  am  aware. 

Chairman  Wyden.  Great.  September  13,  1994,  they  ran  an  arti- 
cle in  the  Washington  Post  with  the  headline:  Growth  Hormone 
Provides  No  Extra  Inches,  Studies  Find  Controversial  Drug  Does 
Not  Add  Height  Beyond  Genetic  Potential. 

Now  you  said  something,  and  I  want  to  go  through  this,  in  this 
article  that  doesn't  in  my  view  square  with  what  you  said  today  in 
your  testimony,  and  I  want  to  see  if  that  is  correct.  Let's  just  kind 
of  go  through  it. 

Let  me  just  read  the  two  paragraphs  that  are  relevant  here:  The 
Post  says,  in  the  study  that  they  were  looking  at,  researchers  gave 


56 

growth  hormone  to  10  boys  and  5  girls  ranging  in  age  from  7  to 
13.  The  children  are  shorter  than  98  percent  of  their  peers  and  X- 
rays  of  their  hand  bones  indicated  that  growth  was  la^ng  more 
than  2  years  behind  normal,  but  each  had  normal  growth  hormone 
levels. 

Injections  of  growth  hormone  were  given  four  to  seven  times  a 
week  imtil  each  child  stopped  growing.  Depending  on  the  age  when 
they  started,  children  were  on  the  drug  for  4  to  10  years.  The  re- 
searchers then  compared  each  youngster's  final  height  to  the  height 
predicted  at  the  beginning  of  the  study.  In  every  case,  final  height 
after  growth  hormone  was  no  greater  than  that  predicted  before 
treatment.  That  was  true  even  for  the  eight  participants  who  re- 
ceived double  doses  of  the  drug  throughout  the  study.  This  quotes 
you:  The  kids  got  to  their  adult  height  sooner,  but  they  didn't  get 
taller,  unquote,  that  was  the  statement  you  made. 

Now,  my  question  to  you,  Doctor,  is  that  this  seems  to  be  a  ref- 
erence to  kids  who  are  receiving  the  drug,  even  though  they  are 
producing  some  hormone  on  their  own.  My  sense  here  is,  and  I 
want  you  to  correct  me  on  this  and  state  your  own  views,  is  that 
you  are  stating  that  this  is  a  nonbeneficial  use  of  HGH  drug? 

Dr.  ROGOL.  Indeed,  I  am  not.  I  am  sure,  Mr.  Wyden,  you  and 
your  subcommittee  have  said  things  that  there  are  30  sentences  in- 
between  that  don't  get  stated.  Actually,  my  testimony  covered  that 
particular  issue.  What  it  is  is  these  kids  were  short,  slowly  growing 
kids  by  the  classical  tests  that  Dr.  MacGillivray,  Dr.  Parker,  and 
I  mentioned.  They  did  not  test  as  if  they  were  growth  hormone  de- 
ficient. But,  they  had  the  biology  of  short,  but  more  importantly, 
slowly  growing. 

What  my  plea  is,  that  those  kids  may  not  reach  their  target 
height.  I  stated  that.  So,  the  proper  study  would  be,  take  these 
children,  randomize  them,  I  don't  mean  it  quite  so  harshly  as  that, 
and  some  be  treated,  some  not  be  treated.  If  those  who  are  not 
treated  miss  their  target  height  by  3",  4",  or  5",  but  those  that  re- 
ceive the  hormone  reach  their  target  height,  they  haven't  exceeded 
their  target  height,  that  is  not  what  the  issue  is.  But  have  they 
benefited?  Probably  so.  So,  not  to  do  the  study  I  think  is  inappro- 
priate. 

The  data  that  Sandro  Loche,  that  is  where  that  study  came  from 
in  Italy,  the  data  that  he  has,  he  and  his  group  have,  number  one, 
are  on  a  very  small,  excuse  the  pun,  group  of  children,  and  those 
that  were  treated  5,  6,  or  7  years  are  only  three  or  four  in  each 
category.  So.  the  data  brings  into  question  a  testable  hypothesis.  I 
state  that  that  hvpothesis  ought  to  be  tested  in  a  properly  con- 
ducted and  controlled  clinical  trial,  sir. 

Chairman  Wyden.  I  appreciate  that,  and  it  is  helpful  to  have 
that  clarified,  because  that  really  leaped  out  at  me  in  that  Post 
story. 

Now,  Doctor,  you  say  you  are  opposed  to  using  drug  treatments 
for  cosmetic  purposes.  Is  that  because  at  the  age  when  the  drugs 
are  effective,  the  kids  are  too  young  to  decide  for  themselves 
whether  they  really  want  to  make  permanent  cosmetic  alterations 
to  their  bodies? 

Dr.  RoGOL.  I  don't  think  it  ought  to  be  an  issue  at  all.  It  is  not 
whether  they  are  too  young  or  not.  The  vast  majority  of  endocrinol- 
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ogy  with  gfrowth  hormone  or  with  the  anaboHc  steroids  are  with 
people  permitted  to  make  those  decisions,  and  they  are  called 
adults.  As  Dr.  MacGillivray  said,  once  the  data  are  out,  an  in- 
formed decision  can  be  maae.  But  pleas  made  by  the  two  fathers 
and  the  son  on  the  committee  before  us  are,  gee,  we  need  to  have 
absolutely  solid  information.  A  computer  only  works  if  then — unfor- 
tunately, as  Dr.  MacGillivray  and  I  have  stated,  this  is  an  impre- 
cise, I  hate  to  use  the  word  "science,"  but  it  is,  and  clinical  judg- 
ment often  is  very  important. 

Chairman  Wyden.  What  is  your  view  on  using  drug  therapies  for 
children  who  fall  within  the  short  test  range  of  what  is  considered 
normal  height? 

Dr.  ROGOL.  That  is  not  a  question  that  I  can  answer  without  a 
little  bit  more  data.  The  question  is,  Mr.  Wyden,  are  they  growing 
normally  or  not. 

Now,  Dr.  MacGillivray  mentioned  third  percentile,  first  percent- 
ile. I  have  never  hit  either  one  of  those  in  my  entire  life.  On  the 
other  hand,  I  would  not  have  been  brought  up  for  growth  evalua- 
tion given  my  parents  and  given  the  fact  that  I  did  grow  2  inches 
a  year,  45  years  ago  and  more.  So,  I  think  the  point  there  is,  I  don't 
have  enough  information  to  make  an  informed  opinion  unless  I 
know  that  the  child  is  not  only  short,  but  is  failing  to  gn^-ow  at  the 
rule  of  thumb,  2  inches  per  year  beyond  the  age  of  3  years  old. 

Ch£iirman  Wyden.  Well,  let's  maybe  wrap  it  up  this  way.  Since 
we  have  this  raging  scientific  debate,  which  I  noted  earlier,  kids  ob- 
viously develop  at  individual  rates,  what  in  your  view  would  con- 
stitute inadequate  growth  velocity  warranting  medical  treatment? 

Dr.  RoGOL.  Not  so  yet.  Let  me  have  an  intermediate  step.  You 
said  warranting  medical  therapy.  Let's  say  medical  evaluation  and 
then  I  can  answer  the  question.  Is  that  permitted,  Mr.  Wyden? 

Chairman  Wyden.  Sure. 

Dr.  RoGOL.  The  issue  is,  if  you  are  above  the  age  of  3  and  are 
not  growing  at  2  inches  a  year,  you  should  have  an  evaluation.  It 
may  be  a  visit,  it  may  be  talking  to  the  doctor,  finding  out  what 
the  growth  rate  is  the  next  6  months.  It  may  be  the  kind  of  screen- 
ing that  Dr.  Parker  had  mentioned;  that  is.  providing  there  are  no 
other  major  red  flags,  the  patient  doesn't  nave  hypertension  indi- 
cating renal  disease,  the  patient  doesn't  have  rickets  indicating 
bone  disease.  So,  2  inches  a  year  is  the  magic  number  above  the 
age  of  three  for  growth  evaluation.  There  are  at  least  16,  and  it  is 
probably  like  1,600  steps  in-between  as  you  make  a  differential  di- 
agnosis and  try  to  rule  out  certain  things  and  to  rule  in  certain 
things. 

Chairman  Wyden.  Now,  does  treatment  in  these  cases  effect  pri- 
marily the  speed  of  growth  rather  than  the  total  adult  height? 

Dr.  RoGOL.  In  what  cases,  Mr.  Wyden? 

Chairman  Wyden.  In  the  kinds  of  cases  we  are  talking  about. 
We  are  trying  to  address  these  kinds  of  cases  where  in  effect,  you 
are  making,  in  your  characterization,  some  judgment  calls? 

Dr.  RoGOL.  In  my  opinion,  that  the  kids,  since  they  don't  reach 
any  more  than  their  adult  height,  their  target  height,  if  they  do 
that,  they  clearly  reach  it  faster.  There  is  no  question  in  my  mind 
about  that.  But  the  issue  is,  do  they  grow  taller.  I  am  not  aware 
of  any  evidence,  except  in  the  major  extreme,  which  is  a  disease 
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called  gigantism  or  acromegaly;  those  of  you  who  watched  the 
Washington  Bullets,  their  center  has  this  particular  disease,  which 
is  well  described  in  the  papers.  However,  he  must  have  had  100  or 
1,000  fold  normal  concentrations  of  growth  hormone  in  comparison 
to  what  we  are  talking  about. 

Chairman  Wyden.  In  your  view,  what  are  the  benefits  of  giving 
costly  drugs  to  speed  up  growth? 

Dr.  RoGOL.  The  only  answer  I  can  have  for  that  is  I  take  care 
of  children,  I  don't  take  care  of  problems.  So,  in  evaluating  that 
particular  child,  whether  he  or  she  is  able  to  do  the  kinds  of  things 
that  he  or  she  wants  to  and  should,  and  it  is  a  decision  made  by 
the  child  and  the  parent  and  the  physician.  We  certainly  don't  treat 
numbers;  we  treat  children. 

Chairman  Wyden.  Well,  we  are  going  to  want  to  explore  that 
more  with  the  ethicists  and  others  in  the  field,  because  I  think 
more  and  more  that  we  are  going  to  be  bumping  up  against  those 
kinds  of  issues. 

Doctor,  you  have  been  helpful  and  we  appreciate  it. 

Now,  Dr.  Miles  in  studies  we  are  hearing  about  today,  should 
kids,  including  relatively  young  children,  be  included  in  research 
promoting  the  human  growth  hormone?  In  some  cases  they  actu- 
ally took  the  drug;  in  otner  cases,  kids  were  labeled  short  and  they 
were  told  to  get  counseling  about  the  shortness  problem.  What  are 
the  ethical  implications  of  using  kids  as  subjects  in  this  kind  of  re- 
search? 

Dr.  Miles.  Federal  policy  and  medical  ethics  has  long  recognized 
that  research  involving  children  should  entail  special  protections  to 
assure  that  those  children's  interests  are  not  compromised  or  en- 
dangered by  the  importance  of  the  scientific  information  that  m^ 
legitimately  be  the  object  of  the  researcher's  interest.  To  that  end, 
special  attention  to  issues  of  research  design,  to  assure  that  the 
study  accomplishes  the  study  objective  in  the  least  hazardous  way 
and  to  assure  that  there  is  full  disclosure  of  the  benefits  and  poten- 
tial risks  both  to  the  patient  and  to  somebody  who  has  the  patient's 
interests  at  heart.  Also,  I  think  a  certain  parsimony,  if  you  will,  in 
the  research  endeavor  is  in  order  to  assure  that  the  number  of  chil- 
dren who  are  subjected  to  potential  risks  is  the  smallest  possible 
to  require  the  maximum  possible  research  information  seems  well 
to  be  warranted  and  has  been  the  objective  of  other  Federal  policies 
relating  to  research  with  children. 

The  question  is,  whether  studying  nongrowth  hormone  deficient 
children  using  post  marketing  research  in  a  manner  that  is  not 
overseen  by  IRB's  and  in  a  manner  in  which  a  maior  inducement 
which  may  be  operating  on  the  clinician  is  not  disclosed,  is  an  ap- 
propriate way  to  conduct  research  on  vulnerable  subjects  I  think  is 
an  appropriate  area  for  Federal  concern. 

Chairman  Wyden.  Now,  it  appears  that  kids  were  included  in 
some  research  of  human  growth  hormone  despite  the  fact  that  their 
parents  had  reservations  about  whether  their  kids  had  problems 
and  also  had  some  questions  about  the  hazards  of  the  drug  from 
the  standpoint  of  a  medical  ethicist.  Would  you  like  to  comment  on 
this? 

Dr.  Miles.  Well,  again,  I  think  that  the  question  is  what  is  the 
nature  of  the  oversignt  of  this  research  endeavor.  In  at  least  one 
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of  the  cases  that  is  currently  before  the  committee,  there  appears 
to  have  been  Httle  publication  of  research  findings  by  the  involved 
clinician,  and  I  think  that  is  an  appropriate  concern. 

Chairman  Wyden.  Do  you  think  based  on  what  you  have  heard 
that  there  has  been  a  breakdown  in  the  IRB  control  in  this  case? 

Dr.  Miles.  Certainly,  there  appears  to  be  through  post  market- 
ing research  a  large  gap  for  an  end  run  around  the  IRB  process  in 
terms  of  evaluating  off-label  therapy,  a  gap  which  the  IRB  process 
for  phase  one,  two,  and  three  studies  specifically  recognized  the 
special  vulnerability  of  children  and  a  gap  in  which  children  can 
move  outside  of  those  protections. 

Chairman  Wyden.  Are  you  troubled  by  the  fact  that  the  parents 
didn't  get  their  questions  answered?  That  is  the  testimony  we 
heard  this  morning. 

Dr.  Miles.  I  don't  have  specific  information  on  these  parents  to 
answer  the  specific  cases.  The  question — it  seems  to  me  is  not  so 
much  one  of  banning  all  conflicts  of  interest,  but  of  how  to  manage 
that  conflict  of  interest  both  in  the  research  design  and  in  the  deci- 
sions to  enroll  these  kids  and  the  patient  in  counseling.  What 
seems  to  be  missing  in  these  examples  is  attention  to  managing  the 
conflict  of  interest. 

Chairman  Wyden.  Well,  I  think  that  is  a  thoughtful  point  and 
the  problem  has  been  in  the  absence  of  any  awareness  of  these 
kinds  of  problems.  What  we  get  essentially  as  policymakers  is  the 
indictments.  That  is  what  troubles  us.  Please,  go  ahead. 

Dr.  Miles.  If  I  may  just  say,  I  don't  think  that  the  question 
should  be  seen  as  one  of  banning  the  screening  programs  or  even 
slapping  growth  hormone  itself.  Nor  should  we  seek  to  ban  the  con- 
flict of  interest  itself.  Rather  I  think  that  we  should  recognize  that 
it  is  the  corporations  themselves  by  operating  according  to  these 
kinds  of  rules  that  seem  to  be  not  only  endangering  worthwhile 
clinical  programs,  not  endangering  access  to  worthwhile  drugs,  but 
also  committing  irreparable  narms  to  the  credibility  of  decent  re- 
searchers, primarily  in  pursuit  of  short-term  financial  gains. 

Chairman  Wyden.  Now,  the  staff  tells  me  that  a  number  of  pedi- 
atric endocrinologists  have  told  the  subcommittee  that  an  impor- 
tant part  of  their  practice  is  talking  patients  out  of  a  growth  hor- 
mone therapy,  that  it  appears  that  parents  want  to  treat  short 
stature. 

Is  it  your  sense  that  this  presents  a  dangerous  opportunity  for 
an  unetnical  physician? 

Dr.  Miles.  I  think  obviously  the  question  of  counseling  patients 
in  and  out  of  therapies  is  something  that  is  a  routine  part  of  every 
clinician's  life  in  terms  of  helping  patients  avoid  risks  that  they 
might  be  otherwise  inclined  to  seek  in  a  nonfully  informed  state. 
The  larger  question  here,  though,  relates  to  corporations  manufac- 
turing an  exaggerated  perception  of  risk  or  an  exaggerated  extent 
of  stigmatization  to  promote  corporate  objectives.  In  that  sense  I 
think  it  is  troubling  to  propose  that  a  corporation  can  create  a  cli- 
mate of  stigmatization  or  fear  in  which  the  risk  to  the  patient  of 
not  receiving  the  product  is  magnified. 

Chairman  Wyden.  You  see,  what  troubles  me  about  all  of  this, 
in  the  context  of  the  physician,  is  that  there  is  no  question  that  the 
vast  majority  of  physicians  in  this  country  are  decent,  honest,  car- 
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ing,  and  ethical  individuals.  There  is  just  no  question  about  that. 
The  problem  is  for  that  small  minority  when  you  have  the  kinds 
of  problems  that  were  outlined  by  the  government  witnesses  that 
we  heard  today.  The  Food  and  Drug  Administration,  Ms. 
Pendergast  basically  said  this  was  a  problem  along  the  lines  of 
what  Willy  Sutton  in  effect,  was  looking  for.  This  was  the  place  to 
go.  Off-label  use,  little  oversight  when  it  came  to  managed  care 
programs,  and  the  like. 

My  concern  is  that  we  not  give  a  green  light  to  these  unethical 
physicians,  and  that  is  why  I  think  your  suggestions,  particularly 
with  respect  to  the  IRB  issue  as  well  as  some  of  these  thoughts  you 
have  for  trying  to  manage  research  be  sensitive  to  these  kinds  of 
areas  is  a  good  one. 

I  might  point  out  that  if  that  isn't  where  this  all  ends  up,  what 
is  going  to  happen  is  that  you  are  going  to  see  these  abuses  on  the 
part  of  the  minority  dominate  the  debate  and  we  won't  see  the  kind 
of  responsible  research  that  needs  to  be  done. 

So  you  have  been  excellent  and  all  three  of  you  have  given  fine 
testimony.  I  want  to  recognize  the  Minority  before  we  wrap  up  for 
any  questions  that  they  may  have. 

Mr.  Sabatos.  Thank  you,  Mr.  Chairman.  We  don't  have  any 
questions  at  this  time. 

Chairman  Wyden.  All  right. 

Would  any  of  you  three  gentlemen  like  to  add  anything  further? 
We  always  say  it  is  our  witness's  prerogative  to  wrap  up.  Would 
any  of  you  like  to  add  anything  further? 

Dr.  ROGOL.  Thank  you.  No. 

Chairman  Wyden.  All  right.  We  will  excuse  you  at  this  time.  We 
want  to  thank  you  for  your  cooperation.  The  subcommittee  is  ad- 
journed. 

[Whereupon,  at  1:22  p.m.,  the  subcommittee  was  adjourned,  sub- 
ject to  the  call  of  the  chair.] 
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OPENING  STATEMENT 
REP.  RON  WYDEN 

BEFORE  THE  SUBCOMMITTEE  ON  REGULATION,  BUSINESS 
OPPORTUNITIES  AND  TECHNOLOGY 

QUESTIONABLE  PRACTICES  IN  DRUG  INDUSTRY 
MARKETING  AND  PROMOTION 

October  12,  1994 

Today,  the  Subcommittee  on  Regulation,  Business  Opportunities 
and  Technology  opens  the  first  in  a  series  of  hearings  on  emerging 
marketing  and  promotional  activities  by  the  pharmaceutical 
industry. 

Our  focus  will  be  on  various  financial  inducements  which  may 
be  offered  by  drug  companies,  or  their  distribution  partners,  to 
encourage  doctors,  clinics  and  hospitals  to  prescribe  specific 
drugs. .  .whether  or  not  the  patient's  best  interest  is  served.  I  am 
concerned  that  too  often  aggressive  drug  marketing  and  the  profit 
motive  warp  sound  medical  decision-making. 

These  marketing  practices. .  .which  have  recently  come  under  the 
scrutiny  of  several  federal  agencies  investigating  fraud  and 
abusive  promotional  activity  in  the  healthcare  field... pose  several 
fundamental  risks: 

First,  practices  which  place  profits  first  may  ultimately 
jeopardize  patient  safety  by  unnecessarily  exposing 
persons  to  potent  drugs,  or  by  denying  patients  more 
appropriate  alternative  care. 

Second,  these  practices  may  encourage  over-utilization  of 
the  health  care  delivery  system,  specifically  by 
encouraging  patients  to  take  drugs  that  will  have 
virtually  no  useful  effect. 

Third,  these  practices  may  be  promoting  unnecessary  sales 
of  some  very  expensive  drugs  with  the  federal  taxpayer, 
through  government  healthcare  programs,  picking  up  the 
lion's  share  of  the  cost. 

With  total  U.S.  healthcare  expenses  now  aPDroachina  g-^ 

trillion  per  vear. and   prescription  drugs.   alftn'i'. 

reaching  S60  billion,  annuallv.  taxpavers  and  consumers 
must  be  freed  from  exploitive  drug  industry  practices 
which  jack  up  their  bills. 
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Drug  industry  marketers  have  an  obvious  economic  interest  in 
expanding  the  use  of  an  expensive  drug  beyond  the  conditional  use 
approved  by  the  Food  and  Drug  Administration.  One  instance,  in 
particular,  has  come  to  the  subcommittee's  attention.  That  case 
involves  the  promotion  of  hximan  growth  hormone  drugs.  .  .agents  used 
to  treat  youngsters  who  are  not  producing  growth  hormone  on  their 
own  and  who  are  likely  to  be  very  short  as  a  result. 

These  synthetic  hormones  are  a  major  health  and  safety  advance 
over  hormones  harvested  from  cadavers  and  once  used  to  treat  these 
children.  They  also  are  quite  expensive,  costing  in  the  range  of 
$20,000  to  $30,000  per  year,  over  a  period  of  years,  for  some 
youngsters  receiving  the  therapy. 

Our  concerns  were  raised  when  whistleblowers  who  worked  for 
one  distribution  company  suggested  that  doctors  were  receiving 
kickbacks  to  prescribe  these  drugs  to  children  who  night  not  be 
clinically  hormone  deficient,  but  rather  just  shorter  than  their 
peers . 

The  whistleblowers  contended  that  doctors  were  receiving  cash 
payoffs,  sometimes  disguised  as  "research  grants,"  to  prescribe 
hormone  drugs  to  patients  even  when  they  lacked  an  obvious  clinical 
diagnosis  of  hormone  deficiency. 

The  Chair  would  point  out  that  at  least  one  manufacturer 
of  synthetic  growth  hormone  is  recording  gross  revenues 
in  excess  of  $200  million  per  year  in  sales  of  these 
drugs.  Some  of  these  sales  are  reimbursed  through 
Medicaid.  In  the  last  few  years  hormone  drugs  nay  have 
been  prescribed  to  as  many  as  20,000  American  youngsters, 
and  there  is  some  evidence  that  not  all  were  hormone 
deficient. 

Since  by  definition  promotion  of  the  drug  for  a  non-approved 
use  could  violate  the  federal  Food,  Drug  and  Cosmetic  Act,  the 
Chair  last  March  suggested  an  investigation  by  the  Food  and  Drug 
Administration's  crininal  fraud  xinit.  On  a  parallel  track,  the 
inspector  general  of  the  Department  of  Health  and  Human  Services, 
and  the  Federal  Bureau  of  Investigation,  had  launched  a  probe  of 
alleged  kickbacks  to  doctors  by  drug  companies  and  their 
distribution  partners. 

On  August  4,  a  federal  grand  jury  in  Minneapolis  returned  a 
51-count  indictment  against  a  physician  and  representatives  of  two 
companies. . .Genentech,  Inc.,  and  Caremark  International. . .for 
offering  or  receiving  kickbacks  totaling  over  $1  million. 
Government  affidavits  suggest  that  the  physician  was  treating  over 
350  patients. .. including  some  Medicaid  patients. . .and  recording 
human  growth  hormone  sales  of  between  $3  million  and  $4  million  per 
year. 
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Caremark  also  was  Indicted. 

Representatives  of  several  federal  agencies  will  testify, 
today,  on  the  course  and  scope  of  their  inquiries,  and 
the  range  of  possible  illegal  or  abusive  sales  activities 
in  the  case  of  this  particular  drug,  and  within  the 
pharmaceutical  industry  more  generally. 

The  Chair  would  note  at  this  time  that  at  least  two  major 
companies  in  the  field  have  decided  to  end  some  practices  which 
have  raised  questions. 

Genentech,  Inc.,  and  Caremark  International. .  .companies  which 
manufacture  and  distribute  the  growth  hormone,  Protropin,  which  now 
constitutes  about  70  percent  of  the  market. . .have  agreed  to  cease 
direct  support  for  height  screening  programs.  It  is  the  Chair's 
view  that  these  practices,  when  so  closely  linked  to  the 
manufacturer  and,  in  some  cases,  to  the  local  prescribing 
physicians,  represent  a  marketing  effort.  Height  screening,  a 
valuable  public  health  enterprise,  will  go  on.  But  companies  which 
have  a  direct  interest  in  identifying  potential  patients  through 
screening  no  longer  will  directly  fund  and  manage  screening. 

Genentech  and  Caremark  also  have  agreed  to  stop  providing 
direct  research  grants  to  clinicians,  and  to  cease  providing  office 
overhead  support  to  doctors  in  the  form  of  nurses  and  office 
equipment. 

Genentech  and  Caremark  have  taken  positive  steps.  Further 
reform,  and  remediation,  may  be  needed  in  their  case  and  throughout 
the  industry. 

The  Chair  points  out  that  both  Genentech  and  Eli  Lilly  and 
Company,  manufacturers  of  the  two  primary  human  growth  hormone 
drugs  on  the  market,  were  invited  to  testify.  Both  companies  have 
declined,  although  the  Chair  notes  their  cooperation  in  responding 
to  the  svibcommittee's  requests  for  documents  and  other  information. 

The  Chair  also  notes  that  it  has  asked  the  Federal  Trade 
Commission  to  look  into  the  role  of  non-profit  research  and 
education  organizations  in  the  promotion  of  these  expensive  drug 
therapies.  According  to  copies  of  Internal  Revenue  Service  forms 
supplied  to  the  subcommittee  by  the  Foundation  on  Economic  Trends, 
one  of  these  non-profits  receives  most  of  its  operating  revenue 
from  the  drug  manufacturers,  and  has  on  occasion  acted  as  a  height- 
screening  project  manager  on  grants  funded  by  the  companies. 
Although  the  relationship  may  have  developed  through  the  best  of 
intentions,  it  nevertheless  raises  questions  about  conflict-of- 
interest  which  the  FTC  should... and  will  address. 


64 


Finally,  while  the  Chair  shares  the  concern  of  several  federal 
agencies  regarding  abusive  marketing  practice  in  the  pharmaceutical 
industry,  generally,  and  growth  hormone  drugs,  specifically,  the 
subcommittee  acknowledges  that  a  genuine  scientific  controversy  and 
debate  rages  over  when,  where  and  how  growth  hormones  should  be 
used. 

These  drugs  may  have  a  wide  scope  of  utility,  well  beyond 
their  approved,  on-label  use  for  treating  hormone 
deficiency. 

The  subcommittee  is  pleased  to  have  with  us,  today,  scientific 
witnesses  to  explain  both  the  utility  of,  and  debate  about  human 
growth  hormone  drugs,  as  well  as  describe  some  of  the  ethical 
problems  involved  in  their  promotion  and  use.  They  will  be  joined 
by  a  practicing  pediatric  endocrinologist  who  prescribes  the  drug. 
Also,  we  will  hear  from  families  whose  children  have  used  this 
drug. 

Our  first  panel  will  be  representatives  of  federal  agencies 
investigating  some  of  these  troubling  marketing  and  promotion 
questions.  The  Chair  calls  June  Gibbs  Brown,  inspector  general  of 
the  Department  of  Health  and  Human  Services;  Gerald  Stem,  counsel 
for  healthcare  fraud  at  the  Justice  Department;  and  Mary 
Pendergast,  deputy  commissioner  of  the  Food  and  Drug 
Administration. 
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Testimony  of 

June  Gibbs  Brown 

Inspector  General 

Department  of  Health  and  Human  Services 


Prescription  Drug  Marketing: 
Questionable  Practices  Within  the  Pharmaceutical  Industry 


INTRODUCTION 

Mr.  Chairman  and  members  of  the  Subcommittee,  I  am  pleased  to  be  here  to  discuss  the  results 
of  our  work  concerning  questionable  practices  in  marketing  prescription  drugs  by  the 
pharmaceutical  industry.   As  you  know,  the  Office  of  Inspector  General  was  established  by 
Congress  in  1976  to  identify  and  eliminate  fraud,  abuse  and  waste  in  Department  of  Health  and 
Human  Services  programs.   Our  statutory  mission  is  to  promote  economy,  efficiency, 
effectiveness,  and  integrity  in  all  departmental  operations.   During  this  period  of  rising  health 
care  costs,  we  take  seriously  our  duties  to  safeguard  the  Federal  trust  funds  and  general  revenues 
that  finance  the  health  care  provided  under  Medicare  and  Medicaid.   One  method  by  which  we 
accomplish  our  mission  is  focusing  on  systemic  problems;  we  target  areas  of  high  vulnerability 
and  concentrate  on  ensuring  that  weaknesses  in  these  programs  are  conected. 

We  welcome  the  opportunity  to  share  with  you  our  findings  and  observations  with  regard  to  one 
such  area  of  vulnerability  ~  one  that  appears  to  be  a  disturbing  trend  within  the  pharmaceutical 
industry.  We  are  seeing  the  proliferation  of  prescription  drug  marketing  schemes  that  cause  us 
concern  with  respect  to  Federal  anti-kickback  laws.   Violations  of  the  Medicare  and  Medicaid 
anti-kickback  law,  involving  prescription  drugs,  may  result  in  the  loss  of  millions  of  tax  dollars 
from  the  Medicaid  program  as  well  as  potential  threats  to  the  well-being  of  Medicare  and 
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Medicaid  clients.  Furthermore,  these  schemes  undermine  the  integrity  of  small  businesses,  such 
as  those  that  operate  as  pharmacies;  those  that  operate  as  solo  and  group  medical  practices;  and 
those  that  operate  as  other  small  providers  that  dispense  prescription  drug  products. 

During  my  testimony,  I  will  briefly  discuss  the  Federal  anti-kickback  legislation  as  it  relates  to 
these  marketing  schemes;  I  will  cite  examples  of  some  of  the  cases  in  which  we  have  been 
involved;  I  will  discuss  our  strategies  for  combating  the  abuses  and  some  of  our  limitations;  and 
I  will  discuss  how  our  findings  are  shared  with  law  enforcement  colleagues  at  the  Food  and 
Drug  Administration  and  Department  of  Justice  to  assist  their  efforts  in  combating  abuses  in  this 
area. 

BACKGROUND 

In  recent  years,  pharmaceutical  companies  in  the  United  States  have  increased  their  prescription 
drug  marketing  activities  among  providers,  patients,  and  suppliers,  particularly  pharmacies.   Our 
activities  have  revealed  that  many  prescription  drug  marketing  activities  go  far  beyond  traditional 
advertising  and  educational  contacts.   Physicians,  suppliers  and,  increasingly,  patients  are  being 
offered  valuable,  non-medical  benefits  in  exchange  for  selecting  or  recommending  specific 
prescription  drug  brands.   Traditionally,  physicians  and  pharmacists  have  been  trusted  to  provide 
treatments  and  recommend  products  that  are  in  the  best  interest  of  the  patient.   In  an  era  of 
aggressive  drug  marketing,  however,  patients  may  now  be  using  certain  prescription  drugs, 
unaware  that  their  physician  or  pharmacist  is  being  compensated  for  promoting  the  selection  of 
these  drugs. 
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While  the  OIG  is  concerned  about  all  abuses  in  this  area,  our  statutory  mandate  is  to  protect 
taxpayer  interests  in  programs  involving  Federal  dollars,  which  leads  us  to  the  Medicaid 
program.   Prescription  drugs  supplied  under  one  of  these  compensation  arrangements  are  often 
reimbursed  under  Medicaid.   Moreover,  Medicaid  or  Medicare  may  be  tapped  to  pay  for 
treatment  of  medical  conditions  arising  from  therapeutic  mismanagement  that  may  be  associated 
with  abusive  drug  marketing  practices. 

FEDERAL  ANTI-KICKBACK  LAWS 

Among  its  many  provisions,  the  Medicare  and  Medicaid  anti-kickback  statute  provides  for 
penalties  against  any  individual  or  entity  that  knowingly  and  willfully  solicits,  receives,  offers, 
or  pays  remuneration  in  cash,  or  kind,  to  induce,  or  in  return,  for: 

►  Referring  an  individual  to  a  person  for  the  furnishing,  or  arranging  for  the  furnishing  of 
any  item  or  service  payable  under  the  Medicare  or  Medicaid  program;  or 

►  Purchasing,  leasing  or  ordering,  or  arranging  for  or  recommending  purchasing,  leasing, 
or  ordering,  any  good,  facility,  service,  or  item  payable  under  the  Medicare  or  Medicaid 
program. 

DISCUSSION 

With  regard  to  prescription  drug  marketing,  we  have  found  that  pharmaceutical  companies  offer 
money  and  other  items  of  value  to  physicians.  These  offers  are  related  to  a  range  of  activities, 
from  sponsoring  important  educational  activities  to  actively  promoting  their  products.   When  we 
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began  our  work  in  this  area,  we  found  that  offers  used  for  promotional  purposes  fell  into  four 
major  categories. 

Studies  -  Pharmaceutical  companies  ask  physicians  to  participate  in  many  types  of  studies 
on  FDA-approved  drugs.   The  companies  offer  a  wide  variety  of  payments  for 
physicians'  involvement,  including  per  patient  cash  reimbursement,  medical  equipment, 
large  grants,  and  trips. 

Speaking  Engagements  -  Pharmaceutical  companies  ask  physicians  to  speak  on  topics 
ranging  from  complex  surgical  procedures  to  the  positive  attributes  of  the  companies' 
products.   In  return,  speakers  receive  compensation  in  the  form  of  honoraria  and  travel 
expenses. 

Program  Attendance  -  Pharmaceutical  companies  offer  monetary  payments,  travel 
expenses,  accommodations,  meals,  entertainment,  and  recreational  activities  to 
physicians,  for  listening  to  and  participating  in  the  programs  ranging  from  descriptions  of 
the  latest  academic  medical  research  to  round-table  discussions  about  a  particular  product. 

Gifts  -  Pharmaceutical  companies  offer  physicians  such  gifts  as  items  useful  in  medical 
practice,  meals,  promotional  gadgets,  valuable  trips,  and  prizes. 

As  one  might  imagine,  and  in  support  of  the  findings  of  several  researchers,  we  have  also  found 
that  the  prescribing  practices  of  physicians  are  sometimes  affected  by  the  promotional  efforts  of 
pharmaceutical  companies.   In  July  1992,  we  issued  a  report  which  provided  an  estimate  of  the 
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extent  to  which  physicians  are  offered  gifts  and  payments  by  pharmaceutical  companies.   We 
asked  a  random  sample  of  approximately  1,000  physicians  about  items  of  value  offered  to  them 
by  pharmaceutical  companies.   In  the  year  used  for  our  study  (the  year  prior  to  fall  1991),  we 
found  that  pharmaceutical  companies  offered  gifts  or  payments  on  at  least  one  occasion  to  82 
percent  of  the  physicians  we  contacted.   Moreover,  we  found  that  pharmaceutical  companies 
were  more  likely  to  offer  gifts  and  payments  to  physicians  who  were  frequent  prescribers  than  to 
those  who  were  infrequent  prescribers. 

If  one  purpose  of  any  promotional  practice  is  to  induce  the  provision  of  a  prescription  drug 
reimbursable  by  Medicaid,  then  the  criminal  anti-kickback  statute  is  implicated.  Thus,  a 
physician,  pharmacy,  or  other  practitioner  or  supplier  receiving  payment  under  these  activities 
may  be  subject  to  criminal  prosecution  and  exclusion  under  the  Medicare  and  Medicaid 
programs. 

It  is  important  to  note  that  our  work  indicates  the  medical  community  and  the  pharmaceutical 
industry  view  certain  promotional  practices  involving  offers  of  money  and  other  items  of  value 
to  be  inappropriate.   In  fact,  tiie  American  Medical  Association  and  Pharmaceutical  Research 
Manufacturers  Association  developed  ethical  guidelines  in  1991  to  advise  their  members  on 
specific  promotions  to  be  avoided.   However,  the  guidelines  are  not  supported  by  any 
enforcement  mechanism  and  lack  specificity  in  some  areas.   For  example,  the  guidelines  do  not 
define  acceptable  and  unacceptable  sponsorship  of  and  participation  in  sliidies- 

The  guidelines  do  define  gifls  or  payments  from  pharmaceutical  companies  that  are 
inappropriate.  Our  study,  Mr.  Chairman,  was  completed  prior  to  issuance  of  the  guidelines. 
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Nevertheless,  if  the  guidelines  are  used  as  a  measure,  our  study  results  indicated  that 
pharmaceutical  companies  offered  inappropriate  gifts  or  payments  at  least  once  to  27  percent  of 
the  physicians  in  our  sample.    Notwithstanding  the  guidelines,  we  found  that  gifts  or  payments 
were  offered  at  least  once  to  36  percent  of  physicians  who  wrote  at  least  50  prescriptions  a 
week. 

While  it  may  be  difficult  to  form  definitive  conclusions  from  the  study,  we  believe  the  results 
are  certainly  an  indication  that  further  examination  and  scrutiny  are  warranted. 

MARKETING  SCHEMES 

Mr.  Chairman,  I  will  now  briefly  discuss  three  cases  which  illustrate  the  types  of  illegal  schemes 
that  pharmaceutical  companies  are  using  to  market  their  products. 

•      Ayerst  Case 

The  first  case  involved  Ayerst  Laboratories,  Incorporated.   Under  a  promotion  called  the 
"Patient  Profile  Program,"  Ayerst  provided  participating  physicians  with  a  pharmaceutical 
product  it  manufactured  (Inderal  LA,  an  an ti -hypertensive  medication  also  used  for  other 
purposes),  preprinted  prescription  pads,  and  questionnaires.   Ayerst  then  awarded  physicians 
points  towards  free  airline  tickets  or  other  honoraria  each  time  the  physician  completed  a 
questionnaire  for  new  patients  placed  on  the  pharmaceutical  product.   As  a  result  of  the 
program,  false  claims  for  reimbursement  for  the  pharmaceutical  products  were  improperly 
submitted  to  the  Medicaid  programs  of  various  States.   Under  Medicaid,  the  pharmacies  filling 
the  prescriptions  submitted  claims  to  the  State  Agencies  administering  the  Medicaid  program. 
Our  investigation  was  pivotal  in  the  government's  argument  that  claims  submitted  for  Medicaid 
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reimbursement  were  unduly  influenced  by  Ayersfs  promotional  offers  to  the  20,000  physicians 
participating  in  the  program.   Although  Ayerst  denied  wrongdoing  and  liability,  the  company 
discontinued  the  Patient  Profile  Program  and  recenUy  agreed  to  pay  the  United  States  $830,000 
to  settle  civil  and  administrative  claims  associated  with  this  case. 

•      Hoffmann-LaRoche  Case 

The  next  case  that  I  will  discuss  concerned  Hoffmann-LaRoche,  Incorporated,  a 
pharmaceutical  company  headquartered  in  New  Jersey.   Our  investigation  of  Hoffmann-LaRoche 
revealed  that  from  1986  through  1991,  the  company  created  a  "grant-in-aid"  program  which 
offered  physicians  grants  in  exchange  for  performing  small-scale  studies  of  one  of  its  antibiotics, 
Rocephin.   The  grants  ranged  from  $500  to  $2,500  and  were  paid  in  two  parts-half  at  the 
beginning  of  the  research  and  the  remainder  upon  receipt  of  the  research  by  Hoffmann-LaRoche. 

We  investigated  the  "grant-in-aid"  program  to  determine  if  the  grants  were  illegal 
remuneraUon  offered  to  induce  the  physicians  to  order  Rocephin.   Our  investigation  revealed  that 
many  physicians  were  selected  for  the  program  based  on  their  ability  to  recommend 
Hoffmann-LaRoche' s  products  to  other  physicians  or  because  they  were  in  the  position  to  include 
Hoffmann-LaRoche' s  drugs  on  the  hospital  formulary.   In  many  cases,  the  "research"  performed 
was  not  of  any  scientific  value,  but  was  merely  an  anecdotal  report  of  the  physician's 
impressions  of  the  drug.   In  addition,  our  investigation  revealed  that  a  significant  number  of  the 
physicians  never  completed  the  research  and  yet  received  the  full  grant  payment  from 
Hoffmann-LaRoche. 
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The  OIG  worked  with  the  Civil  Division  of  the  Department  of  Justice  in  negotiating  a 
$450,000  civil  and  administrative  settlement  with  Hoffmann-LaRoche.   In  addition, 
Hoffmann-LaRoche  instituted  a  corporate  integrity  program  to  ensure  that  its  employees  adhere 
to  high  ethical  standards  of  business  conduct. 

#      Minneapolis  Case 

We  know  of  your  particular  interest,  Mr.  Chairman,  in  the  synthetic  human  growth 
hormone  -  Protropin.   As  a  final  example  of  the  industry  abuses  we  have  found,  let  me  relate  to 
you  our  experience  with  a  case  involving  Protropin.   Criminal  indictments  in  this  case  were 
issued  earlier  this  year.   The  case,  which  is  still  pending,  involves  Caremark,  a  national  home 
health  care  company;  Genentech,  a  California  based  pharmaceutical  manufacturer  that  produces 
Protropin;  and  a  pediatric  endocrinologist  practicing  in  Minneapolis,  Minnesota. 

In  the  indictment,  executives  of  Caremark  and  Genentech  are  charged  with  paying  over 
$1.1  million  in  illegal  kickbacks  to  the  Minneapolis  doctor.   The  payments,  allegedly,  were  in 
part  to  induce  him  to  prescribe  Protropin  for  his  juvenile  patients.   Our  investigation  indicates 
that  kickbacks  were  channeled  to  the  pediatric  endocrinologist  in  a  number  of  ways,  including 
under  the  guise  of  research  grants;  as  revenue  generated  from  prescriptions;  from  patient 
referrals;  as  consulting  agreements;  and  through  payment  of  various  office  expenses,  including 
the  salary  of  a  nurse.   A  Caremark  document  summarized  in  the  indictment  states  that,  for  the 
period  from  January  1,  1989  through  April  4,  1990,  Caremark  gave  $100,000  to  the  pediatric 
endocrinologist  by  way  of  a  research  grant  and  received  a  return  of  $4,372,000  by  way  of 
patient  referral  revenue.   The  endocrinologist  was  one  of  the  largest  prescribers  of  Protropin  in 
the  nation. 
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On  August  4,  1994,  a  Federal  grand  jury  in  Minneapolis  returned  a  fifty-one  count 
indictment  in  this  case.   If  convicted,  the  defendants  face  a  maximum  potential  penalty  of  five 
yean  in  prison  and/or  a  $250,000  fine  on  each  count  of  the  indictment.   We  will  keep  the 
Subcommittee  apprised  of  developments  in  this  case.   Additionally,  you  should  be  aware  that 
Caremark  recently  announced  they  will  cease  such  promotional  practices  for  all  patients, 
beginning  in  January  1995. 

OTHER  OIG  ENFORCEMENT  ACTIVITIES 

Our  investigative  efforts  were  recently  bolstered  with  the  issuance  in  August  1994  of  a  Special 
Fraud  Alert  on  Prescription  Drug  Marketing  Activities.   The  Special  Fraud  Alert  was  issued  for 
wide  distribution  in  the  prescription  drug  industry  and  other  affected  segments  of  the  Medicare 
and  Medicaid  communities.   This  was  one  of  a  series  of  such  Fraud  Alerts,  issued  by  my  office, 
to  notify  the  public  as  well  as  the  Health  Care  Financing  Administration  (HCFA)  and  its 
contractors  of  potential  fraud  against  the  Medicare  and  Medicaid  programs.   The  Special  Fraud 
Alert  on  Prescription  Drug  Marketing  Activities  addresses  a  number  of  activities  that  we  view  as 
cause  for  concern,  such  as  the  practices  I  have  just  discussed,  and  provides  our  views  on  the 
potential  illegality  of  the  activities  at  issue.   I  have  included  a  copy  with  this  testimony  for 
submission  to  the  record. 

In  developing  and  issuing  this  particular  Special  Fraud  Alert,  we  found  that  other  law 
enforcement  and  regulatory  officials  at  the  Federal  and  Sate  levels  are  keenly  interested  in 
addressing  abuses  such  as  those  we  identified.   For  instance,  a  dozen  or  more  State  Attorneys 
general  are  actively  investigating  drug  promotions  that  run  afoul  of  State  consumer  protection 
statutes.   Similarly,  we  are  aware  of  the  Food  and  Drug  Administration's  ongoing  efforts  to 
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bring  drug  marketing  practices  in  line  with  the  FDA's  marketing  and  advertising  requirements. 
We  intend  to  continue  to  strengthen  those  many  interagency  partnerships  to  which  we  may  lend 
our  expertise  toward  the  goals  of  identifying,  locating,  investigating  and  prosecuting  individuals 
and  entities  who  have  participated  in  a  broad  range  of  illegal  or  fraudulent  activities. 

CONCLUSIONS 

A  marketing  program  that  is  illegal  under  the  anti-kickback  statute  may  pose  a  danger  to  patients 
because  it  may  compromise  a  physician's  judgement  in  determining  the  most  appropriate 
treatment  for  a  patient.   Furthermore,  where  the  patient  is  a  Medicaid  beneficiary,  such  drug 
marketing  practices  may  increase  the  Federal  government's  costs  of  reimbursing  suppliers  for  the 
pharmaceuticals.     When  a  drug  manufacturer  gives  its  prescribing  physicians  airline  tickets  and 
golf  weekends  at  plush  resorts,  someone  has  to  pay  for  these  gifts... and  we  know  that  someone 
is  often  the  American  taxpayer. 

Although  we  are  uncertain  how  prevalent  these  illegal  and  inappropriate  promotional  activities 
are,  it  is  abundantly  clear  that  the  concerns  raised  by  such  practices  warrant  further  scrutiny  and 
vigorous  action  by  the  Office  of  Inspector  General.   As  you  know,  Mr.  Chairman,  I  am  not  at 
liberty  to  discuss  pending  investigations.   However,  you  and  other  member  of  the  Subcommittee 
should  be  aware  that  the  OIG  continues  to  examine  drug  promotional  activities  and  that  we 
currently  are  investigating  various  drug  marketing  schemes.   In  a  number  of  these  cases,  we 
anticipate  enforcing  the  anti-kickback  laws  where  the  practices  affect  the  Federal  health  care 
programs.   As  we  have  done  in  the  past,  we  fully  expect  to  keep  the  FDA  and  Department  of 
Justice  apprised  of  our  findings  and  will  continue  to  refer  cases  to  our  enforcement  colleagues  as 
appropriate. 
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This  concludes  my  remarks,  Mr.  Chairman.   We  appreciate  your  interest  and  support  in 
examining  these  important  program  issues.   Thank  you  for  including  us  in  this  important 
Hearing.   At  this  time,  I  will  be  happy  to  answer  any  questions  which  you  and  other  members  of 
the  Subcommittee  may  have. 
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The  Office  of  Inspector  General  was  established  at  the 
DepartmenLof  Health  and  Human  Services  by  Con- 
gress in  1976  to  identify  and  eliminate  fraud,  abuse 
and  waste  in  Health  and  Human  Services  programs  and  to 
promote  efficiency  and  economy  in  departmental  opera- 
tions. The  OIG  carries  out  this  mission  through  a  nationwide 
program  of  audits,  investigations  and  inspections.  To  help 
reduce  fraud  in  the  Medicare  and  Medicaid  programs,  the 
OIG  is  actively  investigating  violations  of  the  Medicare  and 
Medicaid  anti-kickback  statute,  42  VS.C.  Section  1320a- 
7b(b). 


What  is  the  Medicare  and  Medicaid  Anti- 
Kickbaci<  Law? 


mong  its  provisions,  the  anti-kickback  statute  penal- 
izes anyone  who  knowingly  and  willfully  solicits,  re- 
k  ceives,  offers  or  pays  remuneration  in  cash  or  kind 
to  induce  or  in  return  for: 

A.  referring  an  individual  to  a  person  for  the  furnishing, 
or  arranging  for  the  furnishing,  of  any  item  or  service 
payable  under  the  Medicare  or  Medicaid  program;  or 

K.  purchasing,  leasing  or  ordering,  or  arranging  for  or  rec- 
ommending purchasing,  leasing  or  ordering,  any 
good,  facility,  service,  or  item  payable  imder  the  Medi- 
care or  Medicaid  program. 

Violators  are  subject  to  criminal  penalties,  or  exclusion 
from  participation  in  the  Medicare  and  Medicaid 
prograons,  or  both.  In  1987,  Section  14  of  the  Medi- 
care and  Medicaid  Patient  and  Program  Protection  Act,  P.L 
100-93,  directed  this  Department  to  promulgate  "safe  har- 
bor" regulations,  in  order  to  provide  health  care  providers  a 
mechanism  lo  assure  them  that  they  will  not  be  prosecuted 
under  the  anti-kickback  statute  for  engaging  in  particular 
practices.  The  Department  published  11  final  "safe  harbor" 
reguUtions  on  July  29, 1991  (42  C.F.R.  §  1001.952,  56  Fed. 
Rfeg.  35,952),  and  two  more  on  November  5, 1992  (42  C.ER.  § 
1001.952, 57  Fed.  Reg.  52,723).  The  scope  of  the  anti-kickback 

■»tute  is  not  expanded  by  the  "safe  harbor"  regulations; 

*se  regulations  give  those  in  good  faith  compliance  with  a 
"Safe  harbor"  the  assurance  that  they  will  not  be  prosecuted 
under  the  anh-kickback  statute. 

(OIG  94-18) 


How  Does  the  Anti-Kickback  Law 

Relate  to  Prescription  Drug  Marketing  Schemes? 

In  recent  years,  prescription  drug  companies  in  the 
United  States  have  increased  their  marketing  activities 
among  providers,  patients  and  suppliers  such  as  pharma- 
cies. Many  prescription  drug  marketing  activities  go  far 
beyond  traditional  advertising  and  educational  contacts. 
Physicians,  suppliers  and,  increasingly,  patients  are  being 
offered  valuable,  non-medical  benefits  in  exchange  for  se- 
lecting specific  prescription  drug  brands.  Traditionally, 
physicians  and  pharmacists  have  been  trusted  to  provide 
treatments  and  recommend  products  in  the  best  interest  of 
the  pahent.  In  an  era  of  aggressive  drug  marketing,  how- 
ever, patients  may  now  be  using  prescription  drug  items, 
unaware  that  their  physician  or  pharmacist  is  being  compen- 
sated for  promoting  the  selection  of  a  specific  product. 
Prescription  drugs  supplied  under  one  of  these  programs  are 
often  reimbursed  under  Medicaid.  ■  Among  the  specific  ac- 
tivihes,  which  the  OIG  has  identified,  are  the  following 
actual  cases: 

♦  A  "product  conversion"  program  which  resulted  in 
%,000  brand-name  conversions.  In  this  scenario,  for 
instance.  Drug  Company  A  offered  a  cash  award  to 
pharmacies  for  each  time  a  drug  prescription  was 
changed  from  Drug  Company  B's  product  to  Drug 
Company  A's  product.  The  pharmacies  were  induced 
to  help  persuade  physicians,  who  were  unaware  of  the 
pharmacies'  financial  interest,  to  change  prescription. 

«  A  "frequent  flier"  campaign  in  which  physicians  were 
given  credit  toward  airline  frequent  flier  mileage  each 
time  the  physician  completed  a  questionnaire  for  a 
new  patient  placed  on  the  drug  company's  product. 

«  A  "research  grant"  program  in  which  physicians  were 
given  substantial  payments  for  de  minimis  record- 
keeping tasks.  The  physician  administered  the  drug 
manufacturer's  product  to  the  patient  and  made  brief 
notes,  sometimes  a  single  word,  about  the  treatment 
outcome.  Upon  completion  of  a  limited  number  of 
such  "studies,"  the  physician  received  payment  from 
the  manufacturer. 

If  one  purpose  of  any  of  these  marketing  schemes  is  to  in- 
duce the  provision  of  a  prescription  drug  item  reimburs- 
able by  Medicaid,  then  the  criminal  anti-kickback  statute 
is  implicated.  There  is  no  statutory  exception  or  "safe  har- 
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bor"  to  protect  such  activities.  Thus  s  physician,  pharmacy 
or  other  practitioner  or  supplia  receiving  payment  uivler 
these  activities  may  be  subject  to  criminal  prosecution  and 
exclusion  from  participation  in  the  Medicare  and  Medicaid 
-ograms. 

.^  marketing  program  that  is  illegal  under  the  anti-kickback 
statute  ii»ay  pose  a  danger  to  pabents  because  the  offering  or 
payment  of  remuneration  nuy  interfere  with  a  physician's 
judgment  in  determining  the  most  appropriate  treatment  for 
a  patient.  Further,  where  the  patient  is  a  Medicaid  betiefi- 
dary,  these  dnig  marketing  practices  may  increase  the 
federal  government's  costs  of  reimbursir\g  suppliers  for  the 
products.  The  OIG  is  investigating  various  drug  marketing 
schemes,  and  ei\fordng  the  anti-kickback  laws  where  these 
practices  affect  the  federal  health  care  programs. 


What  to  Look  For: 

Generally,  a  payment  or  gift  may  be  considered  improper 
under  42  US.C.  §  1320a-7b(b)  if  it  is: 

4  Made  to  a  person  in  a  position  to  generate  business  for 
the  paying  party; 

♦  Related  to  the  volume  of  business  generated;  and 

4  More  than  nominal  in  value  and/or  exceeds  fair  market 
value  of  any  legitimate  service  rendered  to  the  payer, 
or  is  unrelated  to  any  service  at  all  other  than  referral 
}f  patients. 

OIG  investigation  may  be  wiuranted  where  one  or  more  of 
the  following  features  is  present  in  prescription  drug  market- 
ing activities: 

♦  Any  prize,  gift  or  cash  payment,  coupon  or  bonus  (e.g., 
airline  discounts  and  related  travel  premiums),  offered 
to  physicians  and/or  suppliers  (including  pharmacies, 
mail  order  prescription  drug  companies,  and  managed 
care  organizations)  in  exchange  for,  or  based  on, 
prescribing  or  providing  specific  prescription 
products.  These  items  are  particularly  suspect  if  based 
on  value  or  volume  of  business  generated  for  the  drug 
company. 

4  Materials  which  offer  cash  or  other  benefits  to 
pharmacists  (or  others  in  a  position  to  recommend 
prescription  drug  products)  in  exchange  for 
performing  marketing  tasks  in  the  course  of  pharmacy 
practice  related  to  Medicare  or  Medicaid.  The 
marketing  tasks  may  include  sales-oriented 
"educational"  or  "counseling'  contacts,  or  physician 
and/or  patient  outreach,  etc 

♦  Grants  to  physicians  and  clinicians  for  studies  of 
presoripHon  products  when  the  studies  are  of 
questionable  scientific  value  and  require  little  or  no 
actual  scientific  pursuit.  The  grants  may  nonetheless 
offer  substantial  benefits  based  on,  or  related  to,  use  of 
the  product 


■  4  Any  payment,  including  cash  or  other  l>enefit,  given  to 
a  patient,  provider  or  supplier  for  changing  a 
prescription,  or  recommending  or  requesting  such  a 
change,  from  one  product  to  another,  unless  the 
payment  is  made  fully  consistent  with  a  "safe  harbor" 
regulation,  42  CF.R.  §  1001.952,  or  other  federal 
provision  governing  the  reporting  of  prescription  drug 
prices. 


What  To  Do  If  You  Have  Information  About 
Suspect  Prescription  Drug  Marl^eting  Activities 

If  you  have  information  about  drug  companies  or  dfiter 
providers  engaging  in  the  types  of  activities  described 
above,  contact  any  of  the  regiot^  offices  of  the  Office  of 
Investigations  of  the  Office  of  Inspector  General,  U5.0e- 
partment  of  Health  and  Human  Services,  at  the  foUoMong 
locations: 


Regions 

SUtes  Served 

TelepioDe 

Boston 

MA,VT,NH,ME 
RI,CT 

617-565-2«0 

New  York 

NY,  N],  PR,  VI 

212-264^11891 

Philadelphia 

PA,  MD,  DE,  WV 
VA 

215-596-«»6 

GA,  KY,  NC,  SC 
FL,TN,AL,MS 
(No.  District) 


Chicago 

IL,MN,WI,MI 
IN,  OH,  lA,  MO 

312-353-2740 

Dallas 

TX,NM,OK,AR 
LA,  MO  (So.  District) 

214-767-8406 

Denver 

CO,UT,WY,MT, 
ND,SD,NE,KS 

303-844-5623 

Los  Angeles 

A2,NV(aarkCo.) 
So.CA 

714-836-2372 

San  Francisco 

No.CA,NV,AZ, 
HI,  OR,  ID,  WA 

415-556-8880 

Washington,  DC. 


DC  and  Metropolitan 
areas  of  VA  &  MD 


78 


TESTIMONY  OF  BENJAMIN  DOBRIN 

BEFORE 

THE  SMALL  BUSINESS  SUBCOMMITTEE  ON  REGULATION 

BUSINESS  OPPORTUNITIES  AND  TECHNOLOGY 

OCTOBER  12,  1994 

Good  morning,  my  name  is  Benjamin  Dobrin,  I  am  accompanied  by 
my  father  Mr.  Stanley  Dobrin.   I  grew  up  in  Minneapolis,  Minnesota. 
Both  my  older  brother,  Jon,  and  I  were  patients  of  Dr.  David  Brown. 

While  it  is  possible  that  my  brother  Jon  may  have  benefitted 
from  the  hormone  therapy  prescribed  by  Dr.  Brown,  I  am  convinced 
that  I  received  little  if  any  benefit.   Growth  hormone  therapy  was 
probably  unnecessary,  and  a  waste  of  time  and  money  in  my  case.   To 
make  matters  worse,  my  family's  health  insurance  costs  rapidly 
increased  to  seven  times  the  original  cost  because  of  this  therapy, 
and  eventually  we  were  forced  to  drop  our  insurance  entirely. 

Before  I  tell  you  about  the  bad  consequences  of  this  therapy 
for  my  feunily  and  myself,  I  would  like  to  explain  why  I  believe 
this  therapy  was  unnecessary.    In  the  first  place  I  have  attained 
normal  height.   I  am  taller  than  my  father.    A  more  important  fact 
is  that  I  did  not  take  these  injections  as  regularly  as  prescribed. 
I  hated  taking  the  shots,   and  often  I  would  skip  shots  altogether. 

We  were  told  by  Dr.  Brown  that  I  had  to  take  these  shots 
regularly  and  religiously  for  the  treatment  to  work  properly. 
However,  when  I  would  go  to  Dr.  Brown's  office  for  the  so-called 
"check-ups",  I  would  tell  his  assistants  that  I  still  had 
medication  left  over.   They  would  shrug  their  shoulders  and  order 
more  medication.   It  appears  to  me  that  their  responsibility  was  to 
maintain  the  sales  level  of  this  exorbitantly  expensive  product 
(about  $150.00  a  shot).   They  did  not  seem  to  care  whether  I  was 
actually  using  it,  or  whether  I  really  needed  it. 

When  I  was  thirteen,  I  was  smaller  than  the  average  boy  in  my 
class  at  school,  but  by  no  means  the  smallest.   As  you  can  see,  my 
Mom  and  Dad  are  not  big  people.   My  Dad  tells  me  that  he  did  not 
grow  the  last  five  inches  to  reach  his  adult  height  until  he  was  18 
years  old.   Since  my  older  brother  was  being  treated  for;  what  we 
were  told  was  a  pituitary  hormone  deficiency,  we  all  believed  it 
was  extremely  unlikely  that  I,  too,  would  have  such  a  problem. 
Nevertheless,  Dr.  Brown  recommended  that  I  be  tested.   A  day  and 
night  at  the  local  hospital  and  over  $1,000  later,  my  parents  were 
told  that  some  results  showed  zero  hormone  production.    These 
results  do  not  square  with  the  fact  that  I  never  stopped  growing. 
I  am  not  surprised  that  the  results  were  questionable.   I  was  told 
that  I  needed  to  sleep  for  the  tests  to  be  valid.   I  could  not  get 
to  sleep,  so  they  took  me  to  a  therapist  to  relax  me,  and  I  still 
could  not  get  to  sleep.    In  spite  of  the  fact  that  I  did  not 
sleep,  which  supposedly  invalidated  the  test,  it  was  never  rerun. 
Although  we  were  told  that  the  test  results  were  inconclusive,  we 
were  also  told  that  I  should  be  put  on  growth  hormone  anyway. . .just 
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to  be  safe.    We  were  told  that  once  the  pituitary  slows  down  or 
stops,  that  it  never  starts  up  again. 

After  I  went  on  the  therapy,  I  was  supposed  to  have  regular 
check-ups.   These  "check-ups"  were  every  other  month.   Every  other 
visit  my  brother  and  I  would  see  Dr.  Brown.   The  other  times  we 
would  see  his  nurse.   When  we  did  see  Dr.  Brown,  he  would  spend 
about  two  minutes  listening  to  my  chest  and  checking  my  reflexes. 
Then,  he  would  talk  about  everything  under  the  sun  like  his  new 
stained  glass  window,   some  new  toy  he  had  acquired,  his  latest 
trip,  or  our  family's  resort,   but  rarely  any  pertinent  questions 
relating  to  my  well  being.   His  nurse  actually  took  my  measurements 
and  adjusted  my  medication. 

The  real  kicker  occurred  during  my  junior  year  in  high  school 
when  my  family  and  I  decided  that  it  was  pointless  to  continue 
growth  hormone.    I  was  about  5'  7"  at  the  time  and  very 
comfortable  with  my  height.   When  my  Dad  called  Dr.  Brown's  office 
to  find  out  if  he  could  return  the  unused  growth  hormone  we  still 
had  on  hand,  he  was  told  that:   not  only  could  we  not  return  the 
unused  portion,  but  that  another  batch  of  Protropin  had  been 
ordered  from  Caremark.    When  we  called  Caremark,  we  were  also  told 
that  we  could  not  return  the  medication.   This  was  at  the  time  we 
had  no  insurance.   When  my  parents  refused  to  pay  $4,000  for  the 
unwanted  batch  of  Protropin,  Caremark  turned  the  matter  over  to  a 
collection  agency.    After  months  of  harassment  and  threats  of  a 
lawsuit,  my  parents  agreed  to  pay  $2,000  for  the  medication  we  did 
not  order. 

We  trusted  Dr.  Brown.   We  were  never  told  that  he  was 
financially  involved  with  Caremark.   We  were  never  told  that  there 
was  another  less  expensive  product  on  the  market.   These  treatment 
costs  were  in  excess  of  $25,000  a  year  per  patent.    For  my  family, 
the  costs  were  in  excess  of  $50,000  per  year  while  both  Jon  and  I 
were  being  treated.   These  costs  caused  the  group  insurance  rates 
for  my  Dad's  small  company  to  rise  to  about  $4,000  per  month  from 
an  initial  $700  per  month.   My  Dad  and  his  partner  were  forced  to 
drop  the  policy  because  the  company  could  not  afford  the  premiums. 
Each  employee  was  forced  to  find  his  or  her  own  coverage. 

After  8  months  without  coverage,  our  family  was  accepted  by 
MCHA,  the  Minnesota  high  risk  pool.   Because  of  our  pre-existing 
conditions,  this  was  apparently  the  only  coverage  we  could  get. 
We  are  fortunate  that  Minnesota  has  such  a  plan.   Other  states 
might  not  have  insurance  available. 

As  you  can  see,   I  am  about  5'  10"  tall  and  weigh  about  150 
pounds.   I  have  grown  about  three  inches  and  gained  about  30  pounds 
since  I  quit  the  therapy.    It  seems  to  me  that  my  pituitary  is 
working  just  fine. 
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TESTIMONY  OF  STANLEY  DOBRIN 

BEFORE 

THE  SMALL  BUSINESS  SUBCOMMITTEE  ON  REGULATION 

BUSINESS  OPPORTUNITIES  AND  TECHNOLOGY 

OCTOBER  12,  1994 

Good  morning,  my  name  is  Stanley  Dobrin,  I  am  here 

with  my  son  Benjamin  Dobrin.   Both  Benjy  and  his  older 

brother  Jon,  were  patients  of  Dr.  David  Brown. 

I  am  here  to  reinforce  the  message  my  son,  Benjy, 
has  given  you.    In  my  opinion  our  family  has  been 
taken  advantage  of  to  a  significant  degree.   Neither  I 
nor  my  wife,  Carol,  are  medical  experts.   My  wife  and 
I  relied  totally  on  the  advice  of  Dr.  David  Brown. 
During  the  period  from  1982  to  1993,  in  excess  of 
$300,000  was  spent  on  growth  hormone  therapy  for  our 
sons,  Jon  and  Benjy.    At  this  point  in  time,  we  are 
skeptical  of  the  benefit  derived  by  our  son  Jon  and 
reasonably  convinced  that  Benjy  never  really  needed  the 
treatments . 

Our  oldest  son,  Jon,  is  now  an  adult  and  a  college 
graduate.   He,  too,  would  be  here  to  testify,  but  for 
the  fact  that  he  is  travelling  out  of  the  country. 
When  Jon  was  ten  years  old  he  was  one  of  the  smaller 
children  in  his  class.   Our  pediatrician  suggested  that 
we  have  Jon  checked  by  Dr.  Brown.   He  was  hospitalized 
for  a  series  of  tests  which,  according  to  Dr.  Brown, 
indicated  that  he  had  minimal  Pituitary  output. 
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We  asked  all  of  the  right  questions, 
o  Has  he  stopped  growing? 

o  How  tall  do  the  tests  indicate  he  will  be? 
o  Will  he  grow  late  as  both  my  wife  and  I  had? 
o  Is  the  treatment  dangerous? 
o  Are  there  any  side  effects? 

The  answers  provided  by  Dr.  Brown  to  those 
questions  and  others  were  usually  not  specific.   He 
generally  indicated  that  it  was  quite  possible  that  Jon 
could  be  very  short. . .perhaps  not  five  feet  tall; 
however.  Dr.  Brown  would  not  predict  anything  specific. 
He  did  tell  us  that  research  indicated  that  once  the 
Pituitary  stopped,  it  would  never  start  up  again.   He 
was  also  careful  to  tell  us  that  the  therapy  would  only 
enable  Jon  to  maximize  his  genetic  potential,  not 
create  an  NBA  draft  choice.  Additionally,  Dr.  Brown 
pointed  out  that  the  older  the  children  become,  the 
less  growing  time  they  have.   Once  their  growth  plates 
solidified  at  age  17  or  18,  it  would  be  too  late.   He 
felt  that  the  treatment  was  not  dangerous  and  that,  at 
worst,  growth  hormone  therapy  would  help  Jon  in  some 
measurable  way.   Dr.  Brown  left  both  my  wife  and  myself 
with  the  feeling  that  there  was  only  one  possible 
decision  we  could  make  as  responsible  parents. 
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Jon  became  the  model  patient  for  growth  hormone 
therapy.   He  quickly  learned  to  give  himself  the 
required  three  injections  a  week  and  basically  managed 
the  therapy  program  himself.   At  the  time  he  began  his 
treatment  program,  the  bio-engineered  product  had  not 
yet  been  approved.   Jon  was  initially  put  on  the 
natural  hormone  which  is  harvested  from  cadavers.   He 
was  one  of  the  featured  subjects  of  a  movie  entitled: 
"Growing  Up"  which  was  produced  by  Pharmacia,   the 
manufacturer  of  a  natural  growth  hormone  product  called 
"Crescorman" .   The  movie  was  directed  by  Dr.  Brown  who 
told  us  on  numerous  occasion  that  he  was  a  "consultant" 
to  the  company.   The  movie  was  widely  distributed  to 
school  nurses,  and  others  to  encourage  the  early 
identification  of  small  stature  children.   We  were 
told  by  Dr.  Brown  that  the  budget  for  this  32  minute 
film  was  nearly  three-quarters  of  a  million  dollars.   I 
should  point  out  that  our  family  received  nothing  for 
this  effort. 

Shortly  after  the  film  was  completed,  the  deaths 
of  two  patients  in  Europe,  who  had  been  treated  with 
cadaver  hormone,  caused  the  FDA  to  pull  the  Crescorman 
product  off  the  market.   Jon  and,  presumably  all  of  Dr. 
Brown's  other  patients,  were  off  treatment  altogether 
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for  four  to  six  months  while  the  approval  of  the  bio- 
engineered  product  by  Genentech  was  hurried  through  the 
FDA.   Jon  continued  to  grow  even  though  he  was 
receiving  no  injections  during  this  period.   According 
to  Dr.  Brown  this  was  due  to  the  "residual"  effect  of 
the  Crescorman.   Once  the  Genentech  Product  was 
approved,   Jon  became  one  of  the  first  regular  patients 
in  the  country  using  Protropin. 

As  I  recall,  the  cost  of  Crescorman  was 
approximately  $125.00  per  injection.   We  were  told  that 
cadavers  were  scarce  and  that  the  harvesting  process 
was  expensive.   Most  of  the  product  came  from  Europe 
where  the  use  of  cadavers  was  reportedly  less  of  a 
problem.  While  we  believed  the  bio-engineered  product 
would  ultimately  be  less  expensive  because  of  no 
limitations  on  its  availability,   it  proved  to  be  as  or 
more  expensive.   Perhaps  this  was  because  the  natural 
hormone  competition  had  been  eliminated.   We  were  never 
told  by  Dr.  Brown  that  Eli  Lilly  had  a  similar,  if  not 
identical,  product  approved  at  approximately  the  same 
time.   We  have  been  told  that  the  Lilly  product  is 
significantly  less  expensive. . .about  two-thirds  of  the 
cost  of  Protropin.   When  we  questioned  the  cost,  we 
were  told  that  millions  of  dollars  of  research  costs 
had  to  be  recovered.  While  Dr.  Brown  quite  openly 
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referred  to  his  consulting  relationship  with  Pharmacia, 
he  never  advised  of  any  "business"  relationship  with 
either  Genentech  and  Caremark. 

Jon  today  is  nearly  5  feet  8  inches  tall  and 
weighs  approximately  135  pounds.   He  may  indeed  may  be 
one  or  two  inches  taller  that  he  would  have  been 
without  human  growth  hormone.    We  are  not  sure  at  this 
point  if  that  possible  gain  was  worth  the  cost  or  the 
risk. 

As  you  can  see,  our  younger  son  Benjy,  whom  you 
have  heard  from  today,  turned  out  to  be  of  normal 
height  and  weight.    In  fact,  we  think  he  is  still 
growing,  nearly  three  years  after  he  stopped  treatment. 

In  retrospect,  we  have  serious  doubts  about  the 
actual  benefits  of  this  exorbitantly  expensive  therapy. 
Having  heard  our  testimony  today,  you  might  ask  how  we 
could  have  taken  such  a  financial  risk  for  our  sons. 
After  all,   we  did  have  a  choice.   We  did  not  have  to 
put  either  of  them  on  growth  hormone.   Put  yourself  in 
our  shoes.   What  are  parents  supposed  to  do  when  they 
are  asked: 

"Do  you  want  to  take  a  chance?  Your  son  may 
not  reach  normal  height,  and  by  the  time  you 
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know  for  sure,  it  will  be  too  late!" 
How  can  a  parent  risk  his  child's  health  and  well 
being?  You  always  want  the  best  for  your  children. 

I  have  no  doubt  the  growth  hormone  is  an  important 
medical  advance.   I  believe  that  many  children 
definitely  need  treatment  and  benefit  dramatically  from 
this  therapy.   We  know  of  several  such  children.   But 
growth  hormone  is  also  easy  to  promote.   There  is  no 
resistance,  no  questioning,  when  you,  as  a  parent,  are 
dealing  with  your  child's  welfare.   Growth  hormone 
therapy  can  easily  be  exploited  by  any  doctor  who  may 
be  more  interested  in  how  much  money  he  or  she  can  make 
rather  than,  the  true  medical  needs  of  the  children  he 
or  she  is  treating.   As  a  business  man,  I  find  the 
reported  complicity  of  Genentech  and  Caremark,  if  it 
should  prove  to  be  true,  to  be  morally  and  ethically 
appalling! 


Thank  you  very  much  for  listening  to  our  story. 
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University  of  Minnesota 


ririii  Cilirs  Campus 


Cenltr/or  BiomediaU  Elhiet 


University  Office  Plaza 
Suite  110 

2221  Universirv  Avenue  S.E. 
Minneapolis.  MN  55414-3074 

612-626-9756 
Fax:  612-626-9786 


September  28.  1994 


Ron  Wyden 

United  States  House  of  Representatives, 

Committee  on  Small  Business, 

Subcommittee  on  Regulation,  Business  Opportunity,  and  Technology. 


Re;       October  1 2  testimony 
Steven  Miles,  MD 


Dear  Congressman  Wyden, 

I  appreciate  being  asked  to  testify  on  the  issues  raised  by  recent  articles  and  indictments  pertaining 
to  drug  company  promotion  of  growth  hormone. 

Enclosed  is  a  copy  of  my  testimony. 

I  will  be  staying  at  the  Holiday  Inn  near  the  Capitol,  arriving  late  in  the  evening  on  October  1 1 . 

Best  regards. 


iteven  Miles,  MD 

Associate  Professor  of  Medicine 


enc: 

Faxed  and  mailed 
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University  of  Minnesota 


Twim  CiHts  Campus  Cmer/or  Biomedieal  Ethics  Unnrrsirv  Offict  Plaux 

Smlt  lid 

2221  Univtrsiry  Avrnue  S.E 
Minneapolis.  MNiS4NJ074 

6I2-626-97S6 
Feut:  6I2-626-9786 


September  28,  1994 

Testimony  by;  Steven  Miles,  M.D.' 

Associate  Professor  of  Medicine,  University  of  Minnesota, 
Associate  Faculty  Center  for  Biomedical  Ethics. 

Prepared  for:    United  States  House  of  Representatives, 

Committee  on  Small  Business,  Subcommittee  on  Regulation,  Business 
Opportunity,  and  Technology. 
Ron  Wyden,  Chairman. 

For  delivery:    October  12,  1994 


I  thank  Chairman  Wyden  and  the  subcommittee  for  inviting  me  to  testify  today  and  for  the 
subconunittee's  attention  to  this  matter  of  great  public  importance. 


Persona!  Anecdotes 

Last  Spring,  the  California  Association  of  Nursing  Home  Medical  Directors  invited  me  to  give 
major  plenary  addresses  at  its  annual  meeting  on  the  subject  of  end-of-life  care  and  on  managing 
nursing  home  residents  with  dementia.  The  arrangements  were  directly  made  and  completed  with 
Association'  leaders  who  received  a  copy  of  my  CV.  A  week  before  the  convention,  I  returned  a 
phone  call  and  was  surprised  to  find  myself  talking  to  a  salesperson  fi-om  Werner-Lambert  the 
manufacturer  of  the  controversial,  moderately  toxic,  minimally  effeaive  (but  FDA  approved) 
drug,  tacrine  [tradename  Cognex],  for  the  treatment  of  persons  with  Alzheimers  disease. 

"Dr  Miles,"  the  drug  company  official  said,  "we  are  considering  the  request  for  your  honorarium 
firom  the  Medical  Director's  Association.  It  would  assist  us  in  evaluating  this  request  to  know 
your  position  on  the  use  of  Cognex  for  dementia,  so  that  we  can  evaluate  this  request  to  cover 
your  honorarium." 

My  final  honorariimi  check  was  paid  by  the  California  Association  of  Nursing  Home  Medical 
Directors,  presumably  reimburse  by  the  drug  company. 
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A  few  months  later,  I  was  consulted  as  an  ethicist  by  a  large  consumer  advocacy  organization  that 
supports  persons  and  families  with  dementing  illnesses.  I  learned  that  Werner-Lambert  donates  a 
percentage  of  its  sales  to  a  research  fund  at  this  organization.  The  organization,  in  turn,  grants 
that  money  to  researchers.  The  organization  has  taken  the  following  actions  which  favorably 
a£fect  the  marketing  of  Cognex. 

•  It  publicly  acclaimed  FDA  approval  of  the  drug  as  finding  that  the  drug  was  an  effective 
treatment  for  Alzheimers  disease,  without  clearly  stating  that  the  drug's  modest  effect  is  only  seen 
in  a  minority  of  persons,  and  even  then  only  in  persons  with  mild  disease. 

•  It  developed  and  publicly  distributed  informational  materials  urging  patients  to  ask  their  doctor 
to  start  the  drug  in  which  the  drug  was  named  by  its  trade  name,  rather  than  its  non-patented 
generic  name,  thereby  serving  to  build  a  marketable  and  protected  product  identification, 
associated  with  the  name  of  a  respected  consumer  organization. 

•  These  informational  packets  did  not  inform  families  of  the  importance  of  a  well  designed 
individual  "trials"  of  the  drug  with  clear  endpoints.  Such  procedures  are  clinically  warranted 
because  this  expensive  drug  is  ineflfective  about  six  times  as  often  as  it  is  effective,  and  is  three 
times  as  likely  to  be  toxic  as  it  is  effective. 

•  The  organization  publicly  criticized  an  HMO,  arguing  against  the  HMO's  formulary  restrictions 
on  tacrine,  even  though  research  only  finds  value  of  the  drug  for  mild  cases  and  even  though 
formulary  restrictions  are  a  standard  way  to  manage  drug  use.  A  drug  company  could  not 
credibly  undertake  such  a  campaign. 

I  emphasize  that  in  light  of  criticism,  experience,  and  hindsight,  this  organization  has  recognized 
the  problematic  aspects  of  these  actions  and  is  actively  remedying  them.^ 


My  anecdotes  about  the  manufacturer's'  use  of  public  education  and  of  a  non-profit  advocacy 
group  to  promote  tacrine,  a  drug  used  for  persons  at  the  end  of  life,  and  the  Subcommittee's 
concerns  about  similar  entrepreneurial  strategies  promoting  synthetic  growth  hormone  for 
children,  span  the  life  span,  just  as  these  issues  and  practices  encompass  the  health  care  system. 

The  marketing  and  dissemination  of  new  medical  technologies  is  thoroughly  programmatically  and 
financially  integrated  into  medical  education,  post-graduate  residency  education,  and  continuing 
education  of  practicing  physicians.  The  effects  of  the  relationship  between  drug  sales  staff  and 
health  care  professionals  is  well  known  and,  though  outside  the  scope  of  our  concern  today,  is  an 
important  backdrop  for  today's  issues.' 
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Today,  the  concern  is  about  newer  strategies,  specifically; 

•  corporate-sponsored,  post-marketing  public  education  through  credible  intermediaries  to 
enhance  case-identification  for  FDA-approved,  and  non-FDA-approved,  use  of  medications  and 

•  corporate  "research"  grants  to  prescribing  health  care  providers  who  are  in  a  position  to 
enhance  the  donor's  market  position. 


Ethics  Concerns 

The  use  of  public  education  campaigns  or  research/education  grants  to  prescribing  physicians,  as 
happened  in  connection  with  label  and  off-label  use  of  growth  hormone  therapy,  is  ethically 
problematic  in  several  regards. 

I .         The  praaice  of  drug  companies  paying  providers  who  prescribe  their  products  may 
improperiy  and  covertly  affect  clinical  recommendations  to  patients  and  their  subsequent  informed 
consent.*    To  the  extent  that  it  does,  it  may  cause  persons  to  become  enrolled  as  research 
subjects  or  to  select  clinical  services  that  they  would  otherwise  not  choose  if  such  inducements 
were  disclosed  or  not  present.  This  exposes  subjects  or  patients  who  receive  such  services  to 
clinical  risks,  uncertainties,  or  costs  they  would  not  otherwise  chose  to  bear.  Mere  disclosure  of 
such  inducements  may  not  be  sufficient  to  offset  the  pernicious  effects  of  finder's  fee  to  clinicians 
for  research  subjects  (or  kickbacks  for  clinical  orders),  on  patient  or  potential  research  subject 
counseling.' 


2.         Corporate  sponsored  public  education  through  trusted  intermediaries  by  means  of  non- 
advertising  media  that  does  not  meet  standards  for  fair  disclosure  of  consumer  information  related 
to  efficacy  for  label  or  off-label  uses  of  a  drug: 

•  evades  and  undermines  public  policy  for  consumer  protection  through  rules  governing  fair 
advertising  of  medications, 

•  may  improperiy,  needlessly,  and  destructively  fan  anxieties  or  social  stigmatization  of  physical 
conditions  which  are  not  and  should  not  be  socially  constructed  as  [treatable]  diseases,* 

•  may  manipulate  societal  understandings  and  personal  perceptions  of  health  and  disease  so  as  to 
reshape  or  reprioritize  health  care  resource  allocation  to  effect  an  additional  allocation  of 
resources  to  the  promoted  therapy.^ 
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3.         The  granting  of  market-seeding  funds  (that  are  misrepresented  as  research/education 
support)  as  incentives  to  prescribing  providers  : 

•  conceals  charges  for  health  care  from  payers,  by  misrepresenting  provider  compensation  for 
clinical  services  as  research.  It  thereby  undermines  efforts  at  physician  compensation  reform  (e.g. 
the  resource-based  relative  value  scale  [RBRVS]). 

•  is  inflationary  (both  by  its  direct  costs  and  by  the  indirect  costs  incurred  by  necessary 
countermeasures  by  competing  manufacturers)  without  producing  compensatory  benefits  of  new 
knowledge. 


4.         The  preferential  reliance  on  post-marketing  research  to  study  or  legitimize  off-label  uses  of 
therapies: 

•  subverts  the  intended  and  legitimate  role  of  post-marketing  research  from  being  a  way  to 
monitor  the  side  effect  of  emerging  therapies  to  supplanting  premarket  phase  11  and  phase  IQ 
clinical  trials  to  validate  new  and  unapproved  uses  of  medications. 

•  shifts  some  of  the  costs  of  product  development  to  patients  and  third  party  payers  by 
supplanting  the  expected  fiscal  responsibilities  of  manufacturers  to  fund  prospective  phase  n  or 
phase  HI  research. 

•  circumvents  ethical  standards  designed  to  protect  research  subjects,  especially  vulnerable 
classes  of  subjects  such  as  those  who  are  cognitively  impaired  or  minors,  in  prospective  trials  by 
supplanting  prospective  trials  with  unregulated  use  of  subjects  in  surveillance  research  of  non- 
validated  clinical  uses.' 

•  lowers  the  quality  of  research  on  the  merits  or  adverse  effects  of  emerging  therapies  by 
substituting  uncontrolled  and  retrospective  designs  for  controlled,  prospective,  and  properly 
publicized  research,  (see  references  in  notes  4  and  9). 
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Addressing  Abuses 

Public  policy  will  be  difficult  to  develop.  Existing  voluntary  standards  and  oversight  for  managing 
conflias  of  interest  with  regard  to  entrepreneurial  goals,  patient  welfare,  and  the  public  good  are 
not  sufficiently  strong  to  curtail  abuses  given  the  very  strong  financial  incentive  to  develop  new 
markets  for  health  care  technologies.  It  is  worth  the  risk  to  drug  manufacturers  to  try  to  push  the 
policy  limits.  Health  plan  or  hospital  ethics  committees  do  not  see  this  issue  as  on  their  agenda, 
do  not  have  the  expertise  to  address  it,  and  are  unlikely  to  be  politically  constituted  to  undertake 
oversight  of  this  issue.  Regulating  or  criminalizing  abuses  without  infhnging  on  legitimate 
education  or  corporate  sponsored  research  will  be  difficult.  Even  so,  the  following  options  might 
be  discussed. 

The  United  States  needs  standards,  guidelines,  and  a  regulatory  framework  to  address  the  issues 
addressed  by  the  subcommittee.  Such  policies  should  address  the  range  of  clinical,  educational, 
research,  and  financing  problems  that  I  have  identified. 


1.  Educational/research  grants  to  clinician/researchers  who  prescribe  the  products  of 
the  granting  corporation  should  be  accountable  to  oversight  and  supervisory  management 
inducements  which  may  afTect  potential  patients'  or  research  subjects'  decisions    For 

example,  institutions  accepting  such  funds  must  have  policies  to  diminish  the  adverse  influence  on 
clinical  decisions  and  disclose  material  conflias  of  interest  to  potential  patients  or  subjects.' 


2.         Public  educational  campaigns  that  are  funded  in  part  by  drug  company  funds  must 
not  be  allowed  to  become  an  unregulated  form  of  drug  or  health  care  advertising."*  Such 
materials  minimally  should  be  regulated  to  assure  that  they: 

•  meet  standards  for  fair  disclosure  of  consumer  information  related  to  efiScacy  for  off-label  uses 
of  a  drug  as  is  applied  to  all  other  drug  advertising, 

•  conform  to  standards  to  secure  and  disclose  the  independence  of  the  authorship, 

•  not  promote  non-approved  uses  of  a  drug, 

•  not  mention  drugs  by  tradenames  or  providers  by  name  or  institution  (those  that  do  are 
advertising). 
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3.         Non-credibie  seed-marketing  "research"  grants  should  be  characterized  as 
kickbacks."  These  would  include  unrestricted  funds  to  major  prescribers  that  are  granted: 

•  without  research  protocols  and  institutional  oversight  of  the  use  of  human  subjects,  including 
the  use  of  human  subjects  and  especially  vulnerable  human  subjects  in  post-marketing 
surveillance  research,  or 

•  without  proper  policies  conforming  to  national  standards  for  managing  the  conduct  and 
publication  of  corporate-sponsored  research,  or 

•  without  infrastructural  support  to  secure  the  accountability  of  the  researchers;  the  use  of 
resources;  and  the  appropriate  collection,  collation,  and  dissemination  of  multicenter  data  for 
post-marketing  surveillance  data,'^  or 

•  without  appropriate  fiscal  controls  to  ensure  proper  research/educational  use  and  productivity. 


•  without  institutional  policies  to  prevent  self-dealing  abuses  in  hospital/HMO  formulary 
decisions  by  practitioners  who  are  incented  by  manufacturers,  (see  Chren  and  Landefeld,  JAMA, 
endnote  3.) 


4.         Grants  to  prescribers  or  prescriber-related  foundations  should  be  so  identified  to 
payers  to  assure  proper  understanding  of  provider  compensation  for  clinical  services. 


S.         Manufactures  should  defray  the  costs  of  drugs  and  treatments  for  persons  who 
participate  in  post-marketing  surveillance  research. 
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Addressing  the  Fundamental  Issues 

The  problems  under  discussion  by  the  Subcommittee  do  not  lend  themselves  simply  to  self 
righteous  finger  waving  against  greedy  corporations.  They  arise  in  the  vacuum  created  by  federal 
policies  that  have  failed  to  secure  a  fair,  timely  assessment  of  health  care  technology,  address  the 
increasing  perverse  entrepreneurial  influences  on  biomedical  research,  and  prioritize  health  care 
needs  all  of  which  are  part  of  the  needed  foundation  for  responsible  allocation  of  health  care 
resources. 

The  vast  resources  for  health  care  coupled  with  the  absence  of  workable  mechanisms  for 
promoting  fair  technology  assessment,  rational  health  care  need  prioritization,  and  wise  resource 
aUocation  creates  an  open,  unregulated  frontier  that  invites  a  speculative  or  entrepreneurial  abuse 
of  third  party  payment  opportunities.  In  the  last  ten  years,  the  United  States  has  deregulated  the 
approval  of  new  drugs  and  failed  to  design  a  policy  fi-amework  to  validate  and  regulate  non-FDA 
approved  use  of  drugs.  About  a  third  of  health  care  inflation  is  due  to  the  increasing  intensity  of 
treatment;  another  third  is  due  to  the  introduction  of  new  technologies.  The  practices  under 
discussion  today  are  important  areas  for  health  care  reform. 

It  is  not  surprising  that  the  deep  pockets  of  Medicaid  have  attracted  audacious  entrepreneurial 
raids.  The  scandals  of  overpriced  treatment  monitoring  systems  for  schizophrenia  and  the 
improperly  promoted,  non-validated,  and  unapproved  use  of  excessively  costly  drugs  for  short 
children  are  alike  in  both  being  directly  targeted  at  conditions  disproportionately  found  in 
Medicaid-dependent  populations. 

To  address  the  fundamental  issues  raised  by  corporate-sponsored  research  and  education, 
the  creation  of  a  federal  research  institute  to  supervise  corporate-sponsored  research 
deserves  careful  consideration."    Such  an  institute  could  serve  as  a  center  for  the  development 
of  guidelines,  expert  consultation,  regulatory  oversight,  and  impartial  data  repositories  to: 

•  establish  and  oversee  standards  and  oversight  of  the  use  of  human  subjects  in  Phase  H,  m,  and 
rv  research  for  sponsored  research  outside  the  NTH,  NSF  mandates, 

•  oversee  fiscal  accountability  for  research  fiinds, 

•  secure  public  access  to  commercially  favorable  and  unfavorable  research  data, 

•  maintain  the  fra^le  and  valuable  national  asset  of  credible  health  center  research  who  now 
employ  a  variety  of  diflFerent  and  occasionally  spectacularly  unsuccessful  means  to  preserve 
credibility  under  the  conditions  of  sponsored  research. 
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•  establish  and  oversee  standards  for  "education  campaigns"  conducted  through  corporate- 
sponsored  intermediaries  (e.g.  non-profit  advocacy  groups,  professional  associations,  direct 
patient  advertising,  and  sponsored  symposia  in  ordinarily  peer  reviewed  scientific  pubHcations). 

Such  an  institute  could  be  funded  by  a  portion  of  the  research  funds  that  it  would  manage. 
Incentives,  such  as  assurances  of  facilitated  FDA  review  of  trials  conforming  to  the  procedures  of 
the  institute,  would  promote  industry  cooperation.  Researcher  cooperation  would  be  forthcoming 
because  credibility  is  an  academic  researcher's  most  important  asset. 

A  public  policy  solution  to  the  problems  of  concern  to  the  Subcommittee  will  not  be  found  by 
narrowly  focusing  on  policing  abuses.  A  complete  solution  awaits  the  development  of  a  national 
consensus  on  affordable,  equitable  rules  for  responsible  stewardship  of  our  burgeoning  biotech 
bounty.  That  stewardship  is  not  simply  about  resource  allocation,  it  also  must  seek  to  preserve 
the  credibility  of  the  research  institutions  that  our  nation  and  individuals  must  look  to  in  order  to 
understand  how  these  costly  new  technologies  can  better  our  lives. 
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Notes 

1 .     Identification,  disclosures,  disclaimers,  and  acknowledgements. 

1  am  on  the  faculty  of  the  University  of  Minnesota  but  am  employed  by  Hennepin  Faculty 
Associates  (HFA).  My  address  is  Center  for  Biomedical  Ethics,  1121  University  Avenue  SE, 
Suite  1 10,  Minneapolis,  MN  55414.  phone  (612)  347-8794;  miles001@maroon.tc.umn.edu. 

HFA  has  a  contractual  relationship  for  dialysis  services  with  Caremark  Corporation. 
Caremark,  but  not  its  dialysis  program  or  HFA,  is  a  party  to  an  issue  under  subcommittee 
consideration  in  these  hearings.  I  do  not  treat  persons  who  receive  dialysis  services  and  entirely 
independently  prepared  this  testimony. 

This  testimony  is  mine  alone  and  is  not  intended  to  represent  the  view  of  the  University  of 
Minnesota,  the  Center  for  Biomedical  Ethics,  HFA,  or  my  consultants.  This  testimony  should  not 
be  considered  to  represent  a  conclusion  or  opinion  on  any  specific  instances  which  are  or  may  be 
under  federal  investigation. 

I  am  deeply  grateful  to  Dr.  Nicole  Lurie  of  the  University  of  Minnesota  and  Dr.  Seth 
Landefeld  of  Case  Western  Reserve  and  the  Cleveland  Veterans  Administration  Medical  Center, 
and  Dr.  John  LaPuma  of  Chicago  for  their  authoritative  consultation  on  short  notice  on  this 
paper  and  their  assistance  in  locating  bibliographic  materials  on  this  matter. 

2  .   One  must  note  important  dissimilarities  of  this  campaign  fi-om  the  use  of  Genentec's  use  of 
the  Human  Growth  Foundation  which  involved  an  overlapping  board  between  the  foundation  and 
the  manufacturer  and  commingling  of  educational  donations  and  operational  funds  within  the 
foundation(Charity  Tactic  by  Genentec  Stirs  Questions,  Wall  Street  Journal,  8/12/94,  Bl,  B4). 

3  .    Current  clinical  education  programs  in  academic  and  community  hospitals  heavily  depend  on 
promotional  sponsorship.  Drug  company  sponsored  symposia  are  more  likely  to  present 
information  that  is  biased  in  favor  of  the  sponsors'  products.  Physicians  who  do  educational 
speaking  for  drug  companies  are  more  likely  to  ask  that  drugs,  including  drugs  of  little  value,  are 
put  on  hospital  formularies.  Physicians  are  four  times  as  likely  to  advocate  for  drugs  if  they  speak 
at  a  sponsored  educational  meetings,  and  eight  times  as  likely  if  paid  to  attend  a  drug  company 
sponsored  educational  presentation.  Significant  empirical  studies  and  reviews  of  this  are: 

•  AvomJetal.  Scientific  versus  commercial  sources  ofinfiuence  on  prescribing  behavior  of 
physicians.  Am  J  Med  1982;73:4-8. 

•  Bowman  MA.  The  impact  of  drug  company  funding  on  content  of  continuing  medical 
education.  Mobius  1986;6:(1):133.136. 

•  Bowman  MA,  Pearle  DL.  Changing  drug  prescribing  patterns  related  to  commercial  fiinding  of 
continuing  medical  education..  J  Continuing  Education  in  the  Health  Professions  1988;8:13-20. 

•  Lurie  N  et  al.  Pharmaceutical  representative  in  academic  medical  centers:  interaction  with 
faculty  and  staff.  J  Gen  Int  Med  1990;5:240-243. 

•  Chren  MM,  Landefeld  S.  Physician  behavior  and  their  interaction  with  drug  companies.  JAMA 
1994;271:684-689. 

•  Advertising,  marketing,  and  promotional  practices  of  the  pharmaceutical  industry.  Committee 
on  Labor  and  Human  Resources.  December  11,12  1990. 
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There  is  also  increasing  use  of  sponsored  research  or  editorials  in  scientific  publications  which 
promote  proprietary  drugs.  Some  have  considerable  merit;  some  are  little  more  than  non-labelled 
advertising.  Corporate  sponsored  research  is  more  likely  to  find  that  the  sponsor's  drug  is 
beneficial  (Davidson  RA.  Sources  of  funding  and  outcome  of  clinical  trials.  J  Gen  Int  Med 
1986;1:155-158.)  The  marketability  of  Tacrine,  for  example,  was  substantially  advanced  by 
prominently  published  sponsored  research  with  enthusiastic  stated  conclusions  after  many 
comparably  qualified  researchers  in  non-sponsored  studies  had  published  modest  or  equivocal 
findings. 

In  addition,  there  has  also  been  a  400%  increase  in  sponsored  published  symposia  during  the 
1 980s.  These  are  typically  published  in  regular  medical  journals.  Such  symposia  often  suspend 
independent  peer  review,  showcase  products  under  mlsleadingly  sweeping  titles,  like  Advances  in 
the  Treatment  of  Congestive  Heart  Failure,  and  use  tradenames,  rather  than  generic  names. 
Readers  are  often  not  informed  of  the  editorial  implications  of  sponsorship.  The  commercial 
sponsorship  is  often  not  clear  when  such  material  is  excerpted  and  then  redistributed  as  reprints  of 
prestigious  journals.  (Bero  LA,  Galbraith  A,  Rennie  D.  The  Publication  of  Sponsored 
Symposiums  in  Medical  Journals.  N  Engl  J  Med,  1992;327: 1 135-1 140.) 

4  .   For  discussion  of  the  ethical  and  clinical  concern  about  finder's  fees,  see: 

•  Maher  E.  An  analysis  of  finder's  fees  in  clinical  research.  Can  Med  Assoc  J  1994;  150(2): 
252-255. 

•  Lind  S.  Sounding  board:  finder's  fees  for  research  subjects.  TheNewEnglJoumal  ofMed. 
1990;323:192-194. 

•  RelmanA.  Economic  incentives  in  clinical  investigation.  The  New  Engl  Journal  of  Med. 
1989:933-34. 

•  Shimm  D,  Spece  R.  Industry  reimbursement  for  entering  patients  into  clinical  trials:  legal  and 
ethical  issues.  Aimals  of  Internal  Medicine,  1 99 1 ;  1 1 5 : 1 48- 1 5 1 , 

•  SirisE.  In  search  of  funding:  the  clinical  investigator  and  the  drug  company.  IRB,Vol  5,No  6: 
1-4. 

See  also  note  9. 

There  is  little  research  on  what  potential  research  subjects  want  to  be  told  about  financial 
incentives  bearing  on  a  clinician  researcher:  understandably  people  are  most  concerned  about  the 
quality  of  the  research,  rather  than  the  incentive  per  se.  See  Finkel  M.  Should  informed  consent 
include  information  on  how  research  is  funded?  IRB,  Sept-Oct  1991; Vol  13, No  5:1-3  and 
LaPuma  J  et  al.  Should  disclosure  of  MD  remuneration  be  part  of  informed  consent  to  new 
drugs?.  Clinical  Research  1993;41 :578A.    Such  information,  in  the  context  of  the  larger 
fi-amework  of  research  ethics  and  concerns  about  the  perverse  effects  of  finder's  fees,  suggests 
that  notwithstanding  any  policy  on  finders  fee  themselves,  that  potential  subjects  do  expect 
oversight  of  the  overall  appropriateness  of  the  research  efifort. 

5.      RodwinMA  Physician'sconfiictsof  interests:  the  limitations  of  disclosure.  New  Engl  J 
Med  1989;321:1405-1408. 
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6  .    The  literature  favoring  synthetic  growth  hormone  replacement  is  replete  with  poorly 
supported  statements  about  the  adverse  psychological  effects  of  stigmatization  of  short  persons 
who  are  not  afflicted  with  dwarfism  or  Turner's  syndrome  and  with  unsupported  statements 
inferring  that  such  stigmatization  may  be  expected  to  be  reversed  with  a  $30,000/year  therapy  that 
is  not  shown  to  affect  adult  height. 

The  school  short  stature  detection  program  funded  by  the  Genentech  grant  to  the  Human  Growth 
foundation  used  a  5th  percentile  definition  of  physician  referral  level,  a  level  that  is  several  times 
as  liberal  in  defining  the  handicapped  or  diseased  state  as  most  of  the  scientific  literature  that  was 
receptive  to  the  use  of  the  hormone.  Though  Genentech  officials  supported  the  content  of  that 
public  education  campaign,  they  took  a  much  more  conservative  position  when  speaking  to 
scientific  audiences.  In  1990,  the  Director  of  Clinical  Affairs  for  Genentech  wrote: 

"Until  we  have  clear  definitions,  it  appears  most  prudent  that  accepted  criteria  for 
the  diagnosis  and  treatment  of  GH  deficiency  be  relied  on  and  that  the  diagnosis 
and  treatment  of  subjects  not  meeting  these  criteria  be  continued  only  under 
investigational  circumstances.(p  1239)  ...  Parents  must  have  a  clear  understanding 
that  this  treatment  is  investigational,  will  not  result  in  "quick  fixes,"  and  will  not 
necessarily  guarantee  an  improvement  in  final  adult  height.  They  must  be  made 
fully  aware  that  although  the  currently  known  side  effects  are  minimal,  other 
untoward  effects  of  recombinant  Dh4R-derived  GH,  unknown  at  present,  are 
possible.(p  1243). 
(Cara  JF,  Johanson  AJ.  Growth  hormone  for  short  stature  not  due  to  classic  growth  hormone 
deficiency.  Ped  Clin  of  North  American  1990;37:1229-1252.) 

7  .      Lantos  J  et  al.  (Ethical  issues  in  growth  hormone  therapy.  JAMA  1989;461 :  1020-1024) 
discuss  whether  short  stature  is  a  disease,  a  handicap,  or  a  condition  for  which  we  have  a 
pharmacologic  cosmetic  and  argue  against  using  the  drug  for  short  children  without  endocrine 
disease.  See  also  Neely  EK,  Rosenfeld  RG.  Use  and  abuse  ofhuman  growth  hormone.  Annu 
Rev  Med  1994;45:407-420  for  similar  conclusions. 

Allen  DB  and  Post  NC  (Growth  hormone  therapy  for  short  stature:  Panacea  or  Pandora's  box?  J 
Pediatrics  1 990;  117:16-21)  take  a  different  view,  arguing  that  the  disease  state  of  growth 
hormone  deficiency  should  be  replaced  by  the  concept  of  "growth  hormone  responsiveness"  for  a 
condition  in  which  normal  achievement  is  prevented  or  restricted  due  to  social  reactions  to  short 
people.  This  definition  of  disease  according  to  social  prejudice,  they  admit  would  ratify 
"heightism"  which  they  claim  would  be  reduced  by  decreasing  the  range  of  heights  (a 
demographic  event  that  would  require  staggering  levels  of  administration  of  the  drug  and  which 
would  be  very  unlikely  to  have  any  effect  on  the  range  of  adult  heights  where  social  prejudice 
against  shortness  is  ulayed  out).  I  personally  find  this  view  to  have  troubling  implications  for 
defining  society's  response  to  persons  who  are  not  "normal,"  or  who  can  not  afford  or  respond  to 
therapy  to  correct  the  abnormality.  Such  a  medical  role  points  to  an  expansive  definition  of 
medical  entitlement  and  an  offensive  duty  of  medicine  to  engage  in  social  engineering  with  regard 
to  the  problem  of  social  stigmatization  of  various  aesthetically  constructed  definitions  of 
abnormality. 


In  any  case,  the  danger  or  folly  of  allowing  commercial  sponsors  to  access  public  funds  to 
construct  or  amplify  the  stigmatization  of  social  differences  in  order  to  advance  their  commercial 
interest  is  self  evident  and  has  a  history  we  need  not  repeat. 

Neely  and  Kirk  is  an  excellent  review  of  minimal  effects  of  growth  hormone  on  adult  height  in 
short  children,  the  use  of  psychotherapy  to  address  short  children's  feelings  of  inferiority,  and  the 
possibility  that  by  bringing  on  early  puberty,  growth  hormone  may  terminate  normal  growth. 

8 .      See  Weiss  G,  Winslade  W.  (Is  post-marketing  drug  follow-up  research  or  advertising? 
IRB;July/ August  1987;  10-11)  for  discussion  of  how  post  marketing  research  evade  standards  for 
consent  and  oversight  of  the  human  subjects  of  such  research. 

A  good  general  review  of  post  marketing  research  is:  Carson  J,  Strom  B.  Techniques  of 
postmarketing  surveillance  an  overview.  Medical  Toxicology  1;  1986:237-246.  A  review  of 
international  requirements  for  such  research  is:  Gordon  A,  Petrick  R.  Worldwide  regulations  for 
manufacturers  on  clinical  safety  surveillance  of  drugs.  Drug  Information  Jounud  ;Vol 
26;1992:1-15. 

9  .   There  is  a  small  but  important  literature  on  such  standards;  see  note  4.  See  also  Shimm  D, 
SpeceR.  Conflict  of  interest  and  informed  consent  in  industry-sponsored  clinical  trials.  J  Legal 
Med.  1991;12:477-513  which  relates  this  emerging  policy  to  similar  issues  relating  to  the 
disclosure  of  problematic  financial  incentives  in  managed  care.  California  requires  disclosing 
when  research  has  a  corporate  sponsor  but  does  not  require  disclosing  the  specific  arrangement  by 
which  that  sponsorship  may  affect  clinical  or  research  recommendations  Cal  Healt  &  Safety  Code 
24173(1978).  See  also  LaPuma  J.  How  much  do  I  get  paid  if  I  volunteer?:  Suggested 
institutional  policy  on  reward,  consent  and  research.  Hosp  and  Health  Services  Admin.  1994,39: 
193-203. 

A  much  more  stringent  approach  would  be  to  define  such  relationships  as  a  form  of  self-referral. 
Such  an  approach  would  risk  cutting  off  reimbursement  to  clinicians  for  the  extra  work  of 
enrolling  research  subjects.  A  good  discussion  is  in  Milner  L.  Ethical  considerations  in  clinical 
cancer  research:  the  need  for  disclosure  of  financial  compensation.  The  Journal  of  Oncology 
Mgmt;May/June  •93;36-4 1 . 

10.  A  recent  review  of  this  topic  illustrates  the  FDA's  difficulty  in  keeping  up  with  new  kinds 
of  initiatives  by  drug  companies.  Kessler  D,  Pines  W.  The  federal  regulation  of  prescription  drug 
advertising  and  promotion.  JAMA.  1990;264:2409-2415.  A  simpler  standard  would  be  to  assert 
that  any  advertisement  or  educational  material  directly  or  indirectly  financially  sponsored  by  a 
drug  company  must  comply  with  all  FDA  rules  regarding  drug  advertising  regardless  of  whether  it 
was  produced  by  a  drug  company  or  an  separate  non-profit  or  advocacy  organization. 

11.  A  nice  discussion  of  how  to  tell  the  difference  is  in:  Stephens  M.  Marketing  aspects  of 
company-sponsored  postmarketing  surveillance  studies.  Drug  Safety  8  (1);  1993: 1-8. 
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12  .    There  are  now  numerous  professional  statements  on  these  issues,  for  example    AMA 
Council  on  Sc.eni^^fic  Affairs  and  Council  on  Ethical  and  Judicial  Affairs.  Conflicts  of  interest  in 
medical  center/industn^  relationships  JAMA  1990;263:2790,  Royal  College  of  Physicians  The 
relationship  between  physicians  and  the  pharmaceutical  industry   J  Roy  Coll  Phys  of  Lond 
\^T,nil'^Al.l^T'T  '^^  '^^  Ph^^ceutical  industry  (update  1994):  Can  Med  Assoc  J 
1994.150.256A  256C.  the  Association  of  Amencan  Medical  Colleges,  and  Shimm  and  Spece. 

13.      See  Chren's  cogent  appeal  for  esubiishing  an  oversight  body,  analogous  to  the  NIH  to 
oversee  the  conduct  of  sponsored  research    (Chren  MM.  Independent  investigators  and  for  profit 
companies.  Arch  Dermatology  1994,130:432-437.)  ««  lui  prom 
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STATEMENT  OF  MARK  W.  PARKER,  MD 
Submined  at  the  Request  of  Congressman  Ron  Wyden,  Oregon,  Chairman 
United  States  House  of  Representatives  Committee  on  Small  Business 
^^.  Subcommittee  on  Regulation,  Business  Opportunities,  and  Technology 

October  12,  1994 


I  am  Mark  William  Parker,  a  licensed  physician  in  Charlotte,  North  Carolina.  This  statement  is 
presented  at  the  request  of  Congressman  Wyden  in  regard  to  his  ongoing  inquiry  into  the  proper 
medical  use  of  growth  hormone.  I  appreciate  the  opportunity  to  appear  before  this  subcommittee 
because  certain  statements  which  have  been  made  and  repeated  in  the  media  have  failed  to 
distinguish  between  the  appropriate  and  inappropriate  use  of  growth  hormone.  I  also  appreciate 
this  opportunity  to  respond  to  questions  raised  regarding  the  coincidental  link  between  my  wife's 
professional  studies  and  my  work  as  an  endocrinologist.  My  chief  concern  in  making  this 
statement  is  that  this  national  publicity  may  ultimately  hurt  children  whose  families  are  frightened 
away  from  an  evaluation  of  a  child's  abnormal  growth,  or  growth  hormone  therapy  when  it  is 
indicated.  I  hope  my  testimony  and  my  appearance  before  Congressman  Wyden's  subcommittee 
will  answer  any  questions  about  my  work  and  possibly  clear  up  confusion  about  safe,  effective, 
and  important  use  of  human  growth  honnone. 

I  limit  my  practice  to  pediatric  endocrinology.  My  medical  education  was  at  Ohio  State  (MD 
1978).  I  did  my  residency  in  pediatrics  at  Wilford  Hall  USAF  Medical  Center,  Lackland  AFB, 
Texas  and  fellowship  in  pediatric  endocrinology  at  tlie  University  of  Virginia  in  Charlottesville.  I 
was  certified  by  the  American  Board  of  Pediatrics  in  pediatrics  in  June,  1983,  and  pediatric 
endocrinology  in  November  1983.  I  served  in  the  United  States  Air  Force  as  a  medical  officer 
from  1978  to  1988.  From  1983  until  1988  I  taught  pediatric  endocrinology  to  residents  in  two  Air 
Force  Medical  Centers.  I  was  honorably  discharged  on  June  30,  1988  and  moved  to  Charlotte, 
NC.  I  have  been  in  private  practice  since  August,  1988.  I  am  a  flight  surgeon  in  the  North 
Carolina  Air  National  Guard.  My  present  position  is  Commander,  145tli  Medical  Squadron,  lam 
a  fellow  of  the  American  Academy  of  Pediatrics  and  a  member  of  several  professional 
organizations  including:  The  American  Diabetes  Association,  The  Lawson  Wilkins  Pediatric 
Endocrine  Society,  American  Association  of  Clinical  Endocrinologists,  The  Aerospace  Medical 
Society,  and  The  Society  of  USAF  Flight  Surgeons. 

As  a  pediatric  endocrinologist,  1  care  for  infants,  children,  and  adolescents  who  have,  or  are 
believed  to  have,  disease  or  variation  in  nonnal  function  of  the  endocrine  system.  I  evaluate  and 
treat  a  wide  range  of  problems  related  to  endocrine  glands  including  diabetes  mellitus,  thyroid 
disease,  adrenal  problems,  aberrations  of  normal  sexual  development  and  puberty,  pituitary 
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disorders  as  well  as  others.  Because  pediatric  endocrinologists  have  special  expertise  in  the 
evaluation  of  growth,  primary  care  physicians  typically  refer  children  with  growth  problems  to  a 
physician  like  me  for  evaluation.  There  is  a  long  list  of  medical  problems  which  can  account  for  a 
child's  failure  to  grow  (differential  diagnosis).  Before  growth  homione  deficiency  is  considered, 
other  systemic  diseases  (kidney,  bowel,  skeletal,  heart)  are  ruled  out.  If  my  evaluation  reveals  a 
non-endocrine  cause  for  abnormal  growth,  I  discuss  my  findings  with  the  patient's  family  and 
recommend  to  the  referring  physician  that  the  appropriate  specialist  be  consulted  for  fiirther 
evaluation  and  management.  If  evaluation  leads  to  the  diagnosis  of  an  endocrine  disease,  I  will 
treat  the  condition.  Some  endocrine  disorders  that  impact  on  a  child's  growth  include:  thyroid 
disease;  calcium/phosphorus  disorders,  including  at  least  three  distinct  varieties  of  rickets;  adrenal 
disease  and  hypothalamic/pituitary  dysfiinction  which  could  involve  any  of  the  anterior  pituitary 
trophic  hormones,  or  in  the  case  of  very  small  children,  the  posterior  pituitary  hormone,  ADH. 

When  a  child  is  referred  for  a  growth  evaluation,  I  follow  a  procedure  which  is  fairly  standard 
among  pediatric  endocrinologists. 

1 .  The  first  thing  I  do  is  a  medical  history: 

a.  Chief  complaint:  Wlio  is  concerned?  Tlie  doctor,  the  parents,  the  child? 

b.  Present  Illness:  discussion  of  the  evolution  of  the  concern  for  which  the  patient  is  being 
seen. 

c.  Past  medical  history:  pregnancy/birth,  feeding,  developmental  milestones,  previous  and 
present  growth  pattern  (growth  chart),  significant  illnesses,  allergies,  past  and  current 
medications,  hospitalizations 

d.  Review  of  Systems:  Head,  eyes,  ears,  nose  throat,  cardiovascular,  respiratory, 
gastrointestinal,  genitourinary,  musculoskeletal,  neurologic,  psychosocial 

e.  Family  History:  heights  of  all  first-degree  relatives  and  their  growth  patterns,  including 
pubertal  development,  illness  which  run  in  the  family.  If  family  heights  are  not  available 
at  the  time  of  the  appointment,  I  request  they  be  sent  in  later.  I  suggest  sources  for  this 
information  (baby  books,  school  records,  pediatrician,  family  bibles). 

2.  The  second  thing  I  do  is  a  complete  physical  examination:  This  includes  careful  measurements 
and  particular  attention  to  proportions  and  evidence  of  unusual  physical  features  which  could 
suggest  a  syndrome. 

3.  I  then  evaluate  tlie  child's  growth  pattern:  The  child's  growth  points  are  plotted  on  growth 
charts.  Using  the  heights  of  mother  and  father,  I  calculate  the  mid  parental  height  using  a  standard 
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formula.  The  mid  parental  heiglit  gives  me  a  rougli  estimation  of  a  child's  expected  growth 
pattern  and  ultimate  height.  When  the  child's  height  is  extrapolated  along  his  or  her  percentile 
channel  taking  into  account  the  bone  age,  the  predicted  adult  height  should  project  to  within  2  1/2 
inches  of  the  mid  parental  height  above  or  below.  If  it  does  not,  I  am  suspicious  of  a  medical 
problem  interfering  with  normal  growth  and  do  not  attribute  the  child's  size  solely  to  parental  short 
stature.  A  single  height  measurement  does  not  define  a  problem.  A  minimum  of  two  reliable 
measurements  over  time  are  necessary  to  calculate  the  child's  growth  velocity.  Growth  charts, 
which  express  heights  of  children  as  mean  heights  for  age  with  percentile  variation  around  the 
mean,  graphically  depict  normal  growth  velocities  of  children.  Most  children  follow  a  percentile 
curve  during  their  growing  years.  Children  with  growth  failure  (abnormally  slow  growtli  velocity) 
cross  from  higher  to  lower  percentiles.  Growth  failure  often  indicates  a  serious  medical  problem. 
If  at  the  initial  consultation  the  referring  doctor  has  sent  accurate  growth  records,  I  calculate  the 
cliild's  growtli  velocity  from  these  points.  A  child  who  has  an  abnomial  growtli  velocity  (growth 
failure)  should  be  evaluated  for  disease  no  matter  where  the  current  height  plots  on  the  growth 
curve.  If  at  the  first  visit  there  are  not  enough  reliable  old  measurements  to  calculate  the  growth 
velocity,  I  remeasure  the  child  several  months  later. 

4.  I  then  order  an  Initial  Laboratory  Evaluation:  Most  short  children  have  normal  growth 
velocities  and  are  growing  as  expected  according  to  their  family  history.  When  this  is  the  case,  I 
reassure  the  family  and  send  a  report  to  the  referring  doctor.  I  evaluate  the  child  who  has  growth 
failure.  I  draw  a  laboratory  panel  which  screens  for  major  organ  system  disease.  Tlie  tests  are: 
Complete  Blood  Count,  erythrocyte  sedimentation  rate.  Chemistry  panel,  which  tests  kidney,  liver, 
and  bone,  urinalysis,  thyroid  homione  levels.  X-ray  of  the  left  hand  and  wrist  for  bone  age,  and  in 
some  but  not  all  cases,  a  Somatomedin-C  level.  I  order  a  chromosome  test  for  girls  with  growth 
failure  to  nile  out  Turner  syndrome.  If  the  test  results  are  in  the  normal  range,  I  so  inform  the 
family  by  letter,  wherein  I  outline  the  next  step,  and  invite  them  to  call  if  they  have  questions.  If 
the  results  are  abnormal  indicating  a  possible  problem  which  will  need  to  be  fiirtlier  evaluated  or 
will  require  another  specialist,  I  schedule  a  conference.  Anytime  the  patient  desires  to  schedule  a 
conference,  if  not  satisfied  with  only  a  letter,  of  course  they  may  do  so.  Wlien  I  order  the  screening 
blood  tests  I  explain  that  I  am  not  testing  the  pituitary  gland.  Evaluation  of  the  pituitary  gland  is 
complicated  and  involves  provocative  testing.  Aside  from  measuring  Somatomedin-C  which 
suggests  but  does  not  define  growth  hormone  deficiency,  testing  for  growth  honnone  deficiency  is 
never  done  at  the  first  consultation  visit.  1  test  a  child  for  growth  hormone  deficiency  only  after 
other  systemic  disease  has  been  excluded.  At  the  first  appointment,  I  do  not  normally  discuss  the 
treatment  of  specific  diagnoses  because  the  differential  diagnosis  is  quite  long.  But  if  questions  are 
asked  at  this  time,  I  trj'  to  answer  them.  Prior  to  establishing  a  diagnosis,  I  NEVER  recommend 
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any  sort  of  therapy.  After  every  appointment  or  significant  patient  encounter  I  send  a  complete 
summary  of  my  findings  and  recommendations  in  writing  to  the  referring  doctor. 

5.  Growtli  Hormone  Testing:  After  systemic  illness  has  been  ruled  out,  I  do  provocative  testing  to 
evaluate  for  growth  hormone  deficiency.  Tlie  testing  takes  three  hours  and  is  done  in  my  office. 

6.  Follow  Up  Appointment:  I  always  schedule  an  appointment  to  discuss  the  results  of  the  growth 
hormone  stimulation  test.  Before  recommending  growth  hormone  therapy  for  a  child,  I  review  the 
growth  data,  the  family  history,  and  the  complete  laboratory  evaluation,  including  the  results  of  the 
provocative  testing.  There  is  controversy  concerning  the  definition  of  "growth  hormone 
deficiency"  and  in  spite  of  many  hours  of  scholarly  discussion,  there  is  not  universal  agreement 
among  pediatric  endocrinologists  who  should  and  who  should  not  be  offered  therapy  with  human 
growth  hormone.  Tliere  are  some  children  for  whom  100%  of  pediatric  endocrinologists  would 
prescribe  hGH.  There  are  children  for  whom  1 00%  of  pediatric  endocrinologists  would  not 
recommend  treatment.  Tliis  committee  is  aware  that  there  are  children  in  the  middle  of  this 
spectrum  whom  some  pediatric  endocrinologists  would  treat,  while  other  pediatric  endocrinologists 
would  not.  The  decision  to  use  growth  hormone  in  these  children  is  left  to  the  clinical  judgment  of 
the  treating  physician.  My  practice  is  to  carefully  consider  all  of  the  information  I  have  before 
recommending  growth  hormone  for  any  particular  child.  1  NEVER  recommend  growth  hormone 
therapy  for  ANY  child  until  the  evaluation  is  completed.  During  the  appointment  AFTER  growth 
hormone  testing,  if  I  am  recommending  growth  hormone  treatment,  I  discuss  in  detail  the  risks  of 
therapy,  anticipated  clinical  response,  and  plan  for  follow-up.  After  I  diagnose  growth  hormone 
deficiency  in  a  child  I  explain  to  the  family  that  the  child  has  a  defect  of  the  pituitary  gland  and  an 
MRI  of  the  brain  is  scheduled.  If  I  have  recommended  growth  hormone  therapy,  I  give  the  family 
videotapes  from  both  manufacturers  to  take  home.  Tliere  are  several  insurance  companies  who 
have  pricing  arrangements  with  one  of  the  two  companies  who  produce  growth  hormone.  If  the 
child  is  covered  by  one  of  these  plans,  I  use  the  preparation  that  the  insurance  company  wants. 
Otherwise,  I  let  the  family  select  either  Genentech's  or  Lilly's  product. 

7.  Growth  Hormone  Therapy:  When  growth  hormone  tlierapy  is  to  start,  I  have  the  first  growth 
hormone  shipment  sent  to  my  office  where  my  nurse  teaches  the  family  how  to  give  it.  This 
appointment  provides  another  opportunitj'  for  the  family  to  ask  questions.  Again,  all  substantive 
discussions  with  the  family  and  any  treatment  recommendations  are  conveyed  in  writing  to  the 
referring  physician. 
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8.  Patient  Follow-up:  I  schedule  follow-up  appointments  for  children  who  are  taking  growth 
hormone  every  three  months.  I  carefully  monitor  the  children  for  any  signs  of  side  effects  to  the 
hormone  or  evidence  of  additional  anterior  pituitary  deficiencies.  I  adjust  the  dose,  which  is 
defined  by  weight,  as  the  child  grows.  I  order  a  CBC,  tliyroid  hormone  level,  and  bone  age  (which 
I  interpret  myself)  annually.  The  growtli  hormone  is  discontinued  when  the  child  is  no  longer 
receiving  benefit  from  therapy. 

In  March  of  this  year  I  began  to  receive  inquiries  from  the  media  regarding  growth  hormone 
therapy.  I  had  no  idea  what  prompted  this  attention  until  late  August  of  this  year  when  a  Charlotte 
reporter  shared  with  me  three  letters  which  she  said  she  "had  no  difficulty  obtaining".  One  was  a 
letter  written  two  years  ago  from  Mr.  John  Towle  to  Mr.  Jeremy  Rifkin.  The  other  two  were  from 
this  subcommittee  to  the  Food  and  Drug  Administration  and  Federal  Trade  Commission  which 
raised  questions  about  my  wife's  relationship  with  one  of  the  two  pharmaceutical  companies 
manufacturing  the  growth  honiione  I  prescribe.  I  have  subsequently  learned  that  since  his  letter 
was  sent  to  Mr.  Rifkin,  Mr.  Towle  has  given  interviews  to  the  national  press  where  he  has  repeated 
his  charges  of  "unethical  behavior"  against  me.  Because  of  my  high  regard  for  patient 
confidentiality  I  have  been  reluctant  to  respond  in  the  media  to  any  of  these  accusations.  I  am 
grateflil  for  this  opportunit>'  to  testify  and  set  the  record  straight. 

Mr.  Towle  says  in  his  letter,  which  is  now  public  record,  that  his  son,  Brodie,  was  referred  for  a 
growth  evaluation  and  had  only  one  appointment  with  me.  While,  during  the  appointment  in 
response  to  his  questions,  we  may  have  discussed  general  information  regarding  growth  hormone 
therapy  m  children,  Brodie's  evaluation  was  not  completed.  I  have  never  recommended  growth 
hormone  therapy  for  any  child  before  a  proper  medical  evaluation.  I  did  not  recommend  growth 
hormone  therapy  for  Brodie.  At  no  time  did  Mr.  Towle  ever  express  to  me  that  he  was  upset. 
After  learning  about  his  letter  and  subsequent  newspaper  interviews,  I  checked  with  both  the 
County  and  State  Medical  Societies,  both  of  whom  have  active  mechanisms  for  dealing  with 
patient  grievances,  to  see  if  Mr.  Towle  had  filed  a  complaint.  They  informed  me  that  he  had  not. 

I  will  now  comment  regarding  screening  programs  and  my  wife's  activities  in  them.  My  wife, 
Susan  Parker,  is  an  experienced  pediatric  nurse  and  has  been  involved  with  pediatric  endocrinology 
since  1984.  She  has  worked  in  my  office  as  a  pediatric  endocrine  nurse  doing  testing  and  patient 
education.  Susan  is  nationally  well-regarded  and  respected  by  her  peers.  In  1990  she  was  elected 
to  a  two-year  term  as  Secretary  of  the  Pediatric  Endocrinology  Nursing  Society,  the  international 
professional  organization  of  pediatric  endocrine  nurses.  She  has  published  on  the  subject  of 
growth  and  growth  disorders  of  children  and  has  been  an  invited  lecturer  across  the  country.  Two 


105 


years  ago,  the  medical  publisher  Lippincott,  asked  her  to  author  a  major  portion  of  the  pediatric 
endocrinology  section  in  their  latest  pediatric  nursing  textbook  published  last  year.  She  wrote  one 
of  the  three  section  chapters  herself  and  co-authored  another. 

Susan  has  seen  many  children  with  serious  medical  problems  who  were  referred  for  growth 
evaluations.  While  afflicted  with  different  conditions,  including  hypothyroidism,  kidney  disease, 
and  craniopharyngioma  (a  very  slow  growing,  insidious  brain  tumor  which  arises  near  the  pituitary 
gland),  all  of  these  children  had  in  common  subnormal  growth  velocities  that  had  not  been 
appreciated  until  they  were  significantly  shorter  than  their  peers.  Retrospectively,  if  they  had 
simply  been  measured  and  the  height  points  plotted  on  a  growth  chart,  all  could  have  been 
evaluated  and  their  problems  diagnosed  years  before  they  were  ultimately  referred. 

I  would  like  to  give  you  a  specific  example.  A  pediatrician  referred  a  4'  U"  18  year  old  boy  with 
hypothyroidism.  We  obtained  his  past  growth  measurements  from  his  school.  He  had  had  annual 
measurements.  His  heights  had  been  recorded  on  his  health  card.  When  the  numbers  were  plotted 
on  a  growth  chart,  it  was  immediately  apparent  that  his  growth  velocity  had  been  nonnal  until  age 
13.  At  age  13,  his  growth  velocity  abruptly  slowed  down.  His  height  measurements,  which  had 
been  tracking  close  to  the  50th  percentile,  began  crossing  percentiles  downward.  When  finally 
referred  at  age  18,  his  height  was  well  below  the  1st  percentile.  His  pubertal  development  was 
normal,  his  growtli  plates  fused,  and  he  will  be  4'  11"  for  the  rest  of  his  life.  In  this  instance,  if  this 
boy's  growth  points  had  been  recorded  on  a  growth  chart  ratlier  than  on  an  index  card,  his  growth 
failure  would  have  been  obvious.  He  likely  would  have  been  evaluated  and  his  hypothyroidism 
diagnosed.  Appropriate  treatment  with  thyroid  hormone  at  age  13  would  have  enabled  him  to 
reach  his  genetic  height  potential. 

Questions  have  been  raised  about  my  wife's  Charlotte  school  screening  study.  Susan  has  been  a 
proponent  of  school  measurements  for  ten  years.  She  has  been  invited  to  lecture  on  the  subject  to 
school  nurses  across  the  country.  Many  children  who  do  not  have  a  family  doctor  or  pediatrician 
who  measures  them  annually  ARE  measured  every  year  at  school.  These  measurements,  when 
simply  recorded  on  a  health  card  do  not  reveal  growth  failure.  In  advocating  school  measurements, 
Susan  has  been  interested  in  the  early  detection  of  serious  illness. 

Susan's  purpose  in  designing  the  Charlotte  study  \vas  to  evaluate  the  feasibility  of  a  longitudinal 
observation  of  children's'  growth  rates.  Her  objectives  in  designing  the  study  were:  first,  to  see  if 
such  an  undertaking  in  a  large  school  district  was  even  possible,  second,  to  evaluate  response  rates 
of  referral  letters,  and  third,  to  ascertain  the  frequency  of  serious  medical  illness  that  would  be 
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detected  by  school  screening.  Her  project  in  the  Charlotte  Mecklenburg  School  System  was  solely 
her  idea.  She  asked  Genentech  for  a  grant  to  do  it.  Before  the  first  child  was  measured,  the  study 
design  and  protocol  were  presented  to  tiie  Child  Health  Committee  of  the  Mecklenburg  Medical 
Society  for  discussion  and  refinement.  Also  reviewing  the  protocol  were  tlie  board  of  directors  of 
the  Human  Growth  Foundation,  the  University  of  North  Carolina  School  of  Nursing,  the 
Mecklenburg  County  Department  of  Health,  and  the  Mecklenburg  County  School  System. 

All  involved  in  the  project  were  aware  that  the  funding  for  the  study  came  from  Genentech,  Inc.  At 
the  time  of  the  study,  Susan  had  a  consulting  agreement  with  Genentech  (wherein  she  did  lectures 
and  consulting  work  for  them).  Genentech  paid  Susan  $36,000.00  a  year  for  three  years. 
Approximately  1/3  of  her  time  was  devoted  to  running  her  study.  She  paid  her  study  expenses, 
including  payment  to  personnel  to  proctor  the  nursing  students  who  did  the  measuring  and  the 
people  who  did  data  entry,  out  of  this  money.  In  addition  to  running  the  study,  apart  fi^om  it  as  a 
consultant,  Susan  lectured,  developed  educational  programs,  and  designed  a  program  to  monitor 
patient  compliance  with  therapy. 

Susan's  study  design  was  concerned  with  children's  growth  velocities,  and  not  a  single  height 
measurement.  Tliese  tight  criteria  resulted  in  about  a  1%  referral  rate.  Children  identified  by  the 
school  screening  study  were  measured  a  minimum  of  two  times  before  a  referral  letter  was  sent  to 
the  parent  by  the  Health  Department.  Tiie  letter  stated  that  the  child  had  been  measured  at  school 
and  recommended  that  the  child  be  seen  by  the  family  physician  or  pediatrician  to  determine 
whetlier  or  not  further  evaluation  was  needed.  A  growth  chart  was  attached  to  the  letter.  No 
children  were  referred  to  me.  My  prescribing  practices  were  at  no  time  affected  by  the  study.  The 
data  have  not  been  analyzed  because  the  study  is  not  completed.  As  a  result  of  the  recent  publicity 
questioning  school-based  screening  programs,  the  Mecklenburg  County  School  System  has  decided 
to  terminate  the  study  before  its  completion.  Susan  has  presented  her  study  primarily  concerning 
the  study  design,  at  the  scientific  session  of  the  annual  Pediatric  Endocrinology  Nursing  Society 
meeting  two  years  ago.  She  still  plans  to  publish  her  study  results  in  the  peer-reviewed  literature  in 
the  near  fiiture. 


I  limit  my  practice  to  pediatric  endocrinology.  Until  July  I,  1994, 1  was  the  only  board  certified 
pediatric  endocrinologist  in  Nortli  Carolina  west  of  Winston-Salem.  Unlike  faculty  members  at 
medical  school  teaching  programs,  who  typically  only  see  patients  on  certain  days  of  the  week,  as  a 
private  practitioner,  my  time  responsibilities  are  totally  devoted  to  patient  care.  I  see  patients 
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Monday  through  Friday.  My  referral  area  comprises  all  of  western  North  Carolina,  and  northern 
South  Carolina.  I  have  had  patients  referred  from  Eastern  Tennessee  as  well.  I  have  satellite 
offices  in  Hickory  and  Shelby  North  Carolina  one  day  each  month,  I  believe  that  I  have 
established  a  reputation  as  a  conscientious,  competent,  pediatric  endocrinologist. 

Susan's  growth  screening  study,  which  is  scientifically  sound,  has  in  no  way  affected  my 
prescribing  patterns.  I  am  thoughtful  about  my  use  of  human  growth  hormone  and  carefijlly 
consider  each  case  before  I  recommend  this  therapy.  The  assertion  that  Susan's  consulting 
agreement  with  Genentech,  Inc.  has  influenced  my  prescribing  of  Protropin  is  completely  false.  Of 
the  patients  I  am  currently  treating  with  growth  hormone,  about  one  third  of  them  transferred  into 
my  practice  already  having  been  prescribed  growth  hormone.  A  recent  look  at  my  growth  hormone 
patients  reveals  that  roughly  1/2  of  my  patients  on  growth  honnone  take  the  Genentech  product, 
and  1/2  take  the  Lilly  product.  I  am  aware  that  Mr.  Hammond  from  Congressman  Wyden's  office 
called  the  president  of  the  local  chapter  of  the  Human  Growth  Foundation  whose  son  is  one  of  my 
patients.  She  told  him  that  I  let  them  choose  which  growth  hormone  to  use. 

In  the  years  tliat  I  have  been  practicing  I  have  seen  hundreds  of  short  children  for  gro\vth 
evaluations.  The  vast  majority  of  tliese  children  have  not  had  any  medical  problem.  It  is  very 
satisfying  to  me  to  have  the  opportunity  to  allay  the  an.xiety  a  patient  and  family  have  after  tliey 
have  been  referred  to  me.  When  children  do  have  a  problem,  particularly  if  the  problem  is 
diagnosed  early,  in  many  cases  the  treatment  I  am  able  to  provide  makes  a  significant  difference  in 
their  lives.  I  am  sensitive  to  tlie  import  any  diagnosis  carries.  If  a  child  does  not  need  medical 
therapy,  I  do  not  prescribe  it.  Specifically  with  regard  to  growth  hormone  therapy,  I  am  very 
careful  to  ensure  tliat  tlie  patient  needs  it  before  I  prescribe  it.  1  have  referred  patients  to  other 
pediatric  endocrinologists  for  a  second  opinion  and  routinely  offer  this  option  if  the  family  is 
uncomfortable  with  my  recommendation  either  to  treat  with  GH,  or  not  to  treat. 

I  have  not,  first  hand,  experienced  any  questionable  marketing  practices.  Aside  from  Dr.  Brown's 
situation  about  which  I  have  read  in  the  newspaper,  I  am  unaware  of  questionable  marketing 
practices  my  colleagues  have  encountered. 

Reference  your  question:  "Please  describe  the  conditions  where  in  your  medical  judgment  the  use 
of  human  growth  hormone,  while  not  cleariy  indicated,  could  be  justified  if  the  patient  was  flilly 
informed  and  the  recommendation  was  not  motivated  by  financial  gain,  girls  with  Turner  Syndrome 
might  fall  into  this  category,  if  the  interpretation  of  "while  not  clearly  indicated"  referred  to  FDA 
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approval.  I  routinely  recommend  GH  in  girls  with  TS  who  are  growing  slowly.  In  my  view,  the 
medical  literature,  after  much  study,  supports  the  use  of  GH  in  these  girls. 

Li  my  practice,  there  have  been  patients  who  were  disappointed  when  I  did  not  offer  growth 
hormone  therapy.  In  my  discussions  with  these  families,  I  emphasize  that  non-disease  is  certainly 
preferable  to  a  medical  problem.  In  some  cases,  parents  have  asked  for  a  second  opinion.  In  my 
experience,  it  is  unusual  for  a  parent  to  "push"  for  growdi  hormone  for  a  normal  child. 

I  am  unaware  of  any  patients  who  lost  their  insurance  benefits  as  a  consequence  of  growth 
hormone  therapy.  I  have  never  prescribed  growtli  hormone  where  it  was  not  medically  indicated. 

In  closing,  I  would  like  to  encourage  this  subcommittee  to  search  for  balance  in  reaching  its 
conclusions.  Most  every  pediatric  endocrinologist  has  had  the  heartrending  experience  of 
evaluating  a  child  for  growth  failure  who  would  have  benefited  from  earlier  referral.  It  would  be  a 
shame  if  the  publicity  of  this  subcommittee's  good  intentions  had  the  unintended  effect  of 
dissuading  a  parent  from  pursuing  an  evaluation  for  a  child  who  is  not  growing  normally. 
Concern  for  overprescribing  may  be  appropriate,  but  care  must  also  be  taken  to  avoid  dismissing 
growth  hormone  therapy  out  of  hand.  There  is  no  place  for  a  broad  brush  in  this  discussion. 
Growth  hormone  is  assuredly  not  appropriate  treatment  for  most  short  children.  However,  in  the 
growth  hormone  deficient  child,  such  therapy  is  not  only  indicated,  but  potentially  life-changing. 
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INTRODUCTION 

Good  morning  and  thank  you  for  inviting  the  Food  and  Drug 
Administration  (FDA)  to  testify  at  this  hearing.   I  am  Mary  K. 
Pendergast,  Deputy  Commissioner/ Senior  Advisor  to  the 
Commissioner.   Accompanying  me  are  Dr.  Janet  Woodcock,  Director 
of  FDA's  Center  for  Drug  Evaluation  and  Research  (CDER) ,  Ms. 
Janet  L.  Rose,  Director  of  the  Division  of  Drug  Marketing, 
Advertising  and  Communication,  CDER,  and  Mr.  Seth  Ray,  Office  of 
the  General  Counsel.   We  are  here  to  discuss  the  FDA's  regulation 
of  prescription  drug  promotion,  including  off -label  uses,  by  the 
pharmaceutical  industry. 

I  should  note  that  while  my  statement  focuses  primarily  on 
prescription  drug  promotion,  similar  regulations  govern  the 
promotion  of  medical  devices,  biologies  and  animal  drugs.   I  also 
would  like  to  note,  as  discussed  with  your  staff,  that  the  agency 
currently  is  investigating  the  promotional  activities  of 
Genentech  regarding  a  variety  of  products.   Since  this 
investigation  is  active  and  ongoing,  we  are  unable  to  address  any 
specifics  regarding  Genentech 's  promotional  activities  at  this 
time. 

I  will  begin  by  describing  briefly  the  current  environment  the 
agency  confronts  in  its  efforts  to  regulate  the  pharmaceutical 
industry's  promotional  activities.   At  present,  this  industry 
spends  upwards  of  $10  billion  annually  on  promotional  activities. 
I  will  then  describe  the  agency's  existing  authority  and  our  key 
activities  related  to  enforcing  the  drug  promotion  requirements. 
Finally,  I  will  discuss  some  of  the  types  of  promotional 
activities  we  are  now  encountering  and  the  challenges  such 
activities  present  to  our  efforts  to  protect  consumers  from 
false,  misleading,  and  unfair  prescription  drug  promotion. 
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THE  PHARMACEUTICAL  INDUSTRY  TODAY 

The  provisions  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (the 
Act)  governing  prescription  drug  promotion  were  last  amended  in 
1962.   Since  that  time,  there  have  been  very  significant  changes 
in  the  health  care  marketplace  in  general.   Some  of  these  changes 
are  related  to  advances  in  technology,  especially  communications 
technology,  which  have  altered  the  way  all  companies  relate  to 
consumers.   In  addition,  there  have  been  changes  in  the 
pharmaceutical  industry  and  its  position  in  the  overall  health 
care  delivery  system  that  have  potentially  far  reaching  effects 
on  how  health  care  is  delivered  to  the  average  consumer. 

Historically,  drug  companies  promoted  pharmaceuticals  to  the 
doctors  who  prescribed  the  drugs,  not  to  the  patients  who  took 
the  drugs.   In  addition,  most  physicians  practiced  independently 
or  in  small  private  practice  groups.   There  were  few  intermediary 
organizations  such  as  managed  care  groups  or  pharmacy  benefit 
management  organizations.   Thus,  the  FDA's  regulations  on 
prescription  drug  promotion,  which  were  issued  in  the  1960 's, 
were  designed  to  control  the  promotion  of  prescription  drugs  to 
individual  physicians.   This  promotion  occurred  primarily  through 
the  dissemination  of  printed  materials.   The  environment  that 
exists  today  is  markedly  different,  and  many  of  the  changes  have 
important  implications  for  prescription  drug  promotion. 

Changes  in  Technology.   First,  technological  advances  have 
created  new  opportunites  for  expanding  drug  promotion  beyond  the 
traditional  set  up,  where  a  company's  sales  representative  made  a 
promotional  pitch  to  an  individual  physician.   Now  promotion  is 
done  through  all  types  of  printed  and  electronic  media.   The 
potential  for  the  use  of  broadcast  promotion  was  anticipated  and 
accounted  for  to  some  degree  in  the  FDA's  regulations.   We  did 
not  foresee,  however,  the  enormous  expansion  in  the  use  and 
availability  of  cable  television,  nor  the  ripple  effect  the 
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availability  of  this  direct-to-consumer  medium  would  have  on 
promotional  practices. 

Today  there  are  entire  cable  stations  devoted  to  medical  news, 
making  widespread  promotion  to  both  doctors  and  consumers  both 
possible  and  cost-effective.   Cable  stations  such  as  Lifetime 
Medical  Television  and  the  American  Medical  Association's 
American  Medical  Television  are  just  two  examples  of  this  type  of 
programming.   Further,  as  cable  networks  proliferate,  those  cable 
stations  will  need  additional  original  programming.   In  all 
likelihood,  the  relative  costs  of  producing  promotional 
programming,  like  pharmaceutical  sole-sponsored  programs  or 
infomercials,  will  decrease  as  compared  to  the  cost  of  other 
types  of  promotional  activity. 

Advances  in  computer  techology  and  information  management  systems 
also  have  made  possible  both  more  direct-to-consuroer  marketing 
and  more  sophisticated  marketing  to  professionals.   For  example, 
the  computer  power  necessary  to  support  database  applications 
that  track  the  effects  of  individual  contacts  of  drug  company 
sales  representatives  with  individual  doctors  has  made  micro- 
marketing  a  reality.   A  drug  can  be  promoted  only  to  members  of  a 
small  sub-specialty.   Similarly,  we  can  expect  to  see  promotion 
via  various  mediums  such  as  video  conferencing,  on-line  services 
and  other  interactive  methods  expanded  beyond  prescribing 
professionals  to  third  party  vendors  and  consvimers. 

Consumer  Interest.   Second,  other  societal  changes  have  greatly 
contributed  to  the  broadening  of  pharmaceutical  promotion.   The 
evolution  of  consumer  empowerment  and  the  aging  of  the  relatively 
well-educated  baby  boom  generation  have  resulted  in  a  segment  of 
the  population  increasingly  receptive  to  information  about  their 
health. 
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The  pharmaceutical  industry  has  responded  to  this  interest  for 
health-related  information  by  expanding  their  promotional 
targeting.   Early  on,  the  industry  sponsored  relatively 
innocuous,  sparsely-funded  programs  to  provide  educational 
information,  through  physicians,  to  patients  who  already  had 
prescriptions.  More  recently,  the  industry  has  expanded  these 
efforts  into  pure  consumer-directed  promotion.   Such  promotional 
efforts  appear  in  newspapers  like  the  Washington  Post  and  the 
Wall  St.  Jovirnal,  national  mainstream  magazines  like  Time, 
Newsweek,  Reader's  Digest,  TV  Guide  and  Ladies  Home  Journal,  as 
well  as  on  network  television  (in  a  limited  form)  and  on 
billboards  in  subway  stations. 

In  addition,  the  trend  toward  providing  data  to  satisfy  the 
information  desires  of  consumers  has  facilitated  the  use  of 
public  relations  strategies  to  promote  pharmaceutical  products. 
Advertisements  are  joined  by  extensive  direct  mail  campaigns, 
newsletters,  price-off  coupons,  special  offers  for  free  product, 
etc.   Many  of  these  offers  are  mediated  by  toll-free  telephone 
numbers  and  continuing  contact  through  telephone  or  mail.   Some 
of  these  programs  remain  educational  and  supportive,  and  can  be 
quite  helpful,  especially  when  treatment  adherence  is  an  issue, 
or  concomitant  lifestyle  modification  is  crucial  to  successful 
outcome.   Others  are  purely  promotional  with  no  objective  beyond 
encouraging  patients  to  request  a  particular  product. 

Organizational  Changes.   Third,  there  are  several  changes  in  the 
organizational  structure  of  health  care  delivery  that  have 
implications  for  promotion.   Increasingly  efficient  information 
technologies  and  the  need  to  control  costs  have  contributed  to 
the  rise  of  managed  care  organizations  and  pharmacy  benefit 
management  services.   In  turn,  these  organizations  -  and  the 
formularies  they  develop  and  enforce  -  play  a  major  role  in 
determining  what  drug  a  patient  will  receive,  and  have 
contributed  to  the  relative  decline  in  the  importance  of  the 
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individual  doctor  in  the  prescribing  decision.   Because  these  new 
groups  shape  drug  use,  drug  companies  have  taken  on  a  more 
aggressive  promotional  profile  and  are  shifting  promotional 
resources  from  the  individual  doctors  to  the  organizations. 
These  activities  seek  to  ensure  that  the  company's  drugs  are  on 
particular  organizations'  formularies  and  encourage  switches  from 
a  competitor's  drug  to  their  drug. 

Very  recently,  to  preserve  their  competitive  edge,  some  drug 
companies  either  have  purchased  or  entered  into  strategic 
alliances  with  pharmacy  benefit  management  groups  and  physician 
practices.   We  are  studying  these  changes  in  the  marketplace  to 
determine  what  steps  we  might  need  to  take  to  ensure  independence 
between  sponsor  and  supplier  decisions  regarding  recommended  or 
carried  drugs. 

The  maturation  of  the  pharmaceutical  industry  most  likely 
contributed  to  many  of  these  changes.   The  marketing  of  drugs 
with  essentially  the  same  therapeutic  effects  and  outcomes  as 
drugs  already  on  the  market,  known  as  "me-too"  drugs,  has 
accelerated  over  the  years,  increasing  the  competition  for  a 
relatively  stable  market  base.   In  addition,  the  loss  of  patent 
protection  for  many  important  drugs,  and  the  resultant  approval 
and  marketing  of  therapeutically  identical  generic  versions,  has 
contributed  to  increasingly  competitive  market  forces. 

Advanced  technology  for  detecting,  isolating,  testing,  and 
producing  new  therapeutic  entities,  while  very  expensive,  also 
facilitates  the  potential  for  discovery  of  more  breakthrough 
drugs.   The  rapid  diffusion  of  such  drugs  needs  to  be  supported 
by  extensive  prescriber  education.   Put  more  directly,  attempts 
will  be  made  to  ensure  that  the  market  that  exists  for  a  new  drug 
is  large  enough  to  ensure  the  sponsor  a  solid  return  on  its 
development  investment.   Frequently,  that  means  the  market  needs 
to  be  created,  and  the  way  to  do  that  is  through  promotion. 
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All  of  these  changes  present  significant  challenges  to  the 
existing  regulatory  scheme  governing  prescription  drug  promotion. 

REGULATORY  AUTHORITY 

The  FDA's  authority  to  regulate  prescription  drug  promotion 
originates  with  the  requirement  that  approved  products  be  labeled 
accurately,  fairly,  and  for  their  intended  uses.   Section  301  of 
the  Act  prohibits  the  introduction  or  delivery  for  introduction 
into  interstate  commerce  of  drugs  that  are  misbranded.   A  drug  is 
misbranded  if  its  labeling  or  advertising  is  false  or  misleading 
or  does  not  include  adequate  directions  for  use. 

Generally,  any  information  that  a  company  disseminates  or  causes 
to  be  disseminated  to  any  member  of  the  general  public  about  a 
prescription  drug  is  considered  to  be  promotional.   All 
promotional  materials  are  either  labeling  or  advertising  under 
the  Act. 

The  Act  defines  "labeling"  as  any  "written,   printed,  or  graphic 
matter"  that  appears  upon  or  accompanies  a  drug.   FDA  interprets 
labeling  to  include  any  written,  printed,  or  graphic  material 
that  supplements  or  explains  a  particular  drug  product,  whether 
or  not  the  material  physically  accompanies  the  drug.   This 
interpretation  has  been  upheld  by  the  Supreme  Court  in  Kordel  v. 
Unites  States.  335  U.S.  345,  349-350  (1948).   For  example, 
labeling  includes  flyers,  brochures,  videotapes,  cassettes,  and 
reprints  from  radio  broadcasts.   FDA  also  considers  reprints  of 
articles  published  in  scientific  journals  to  be  labeling  when 
those  reprints  are  distributed  by  or  for  a  drug  company. 

It  should  be  noted,  however,  that  submission  of  an  article  for 
publication  in  a  journal  is  not  regulated  as  "labeling."  FDA 
also  does  not  regulate  as  "labeling"  information  that  is  written, 
printed,  or  graphic  and  disseminated  by  individuals  or  entities 
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who  are  not  in  any  way  affiliated  with  a  drug  manufacturer  or 
distributor.   We  do  not  want  our  regulatory  process  to  interfere 
with  the  free  exchange  of  scientific  information  within  the 
scientific  community.   We  do  insist,  however,  that  such 
scientific  exchange  be  independent,  and  not  merely  promotion  in  a 
scientific  disguise. 

The  Act  does  not  expressly  define  "advertisement."  FDA 
considers  all  materials  and  activities,  other  than  labeling,  that 
promote  prescription  drug  products  to  be  advertising.   The 
regulations  require  that  advertising  "not  be  false,  lacking  in 
fair  balance,  or  otherwise  misleading." 

When  determining  whether  labeling  or  advertising  is  false  or 
misleading,  FDA  takes  into  account  not  only  representations  made 
about  a  product,  but  also  the  extent  to  which  the  labeling  or 
advertising  fails  to  reveal  material  facts  with  respect  to  the 
consequences  that  may  result  from  use  of  the  product.   The  agency 
also  considers  whether  such  representations  constitute  a  fair  and 
balanced  statement  of  all  the  relevant  facts  known  about  the 
product.   Thus,  a  statement  can  be  misleading  because  of 
information  not  included.   Section  502 (n)  of  the  Act  specifies 
the  informational  requirements  for  all  prescription  drug 
advertising,  and  requires  that  it  include  information  in  brief 
summary  relating  to  side  effects,  contraindications,  and 
effectiveness . 

The  FDA  approves  the  content  of  only  the  actual  package  label  and 
package  insert  as  part  of  the  premarket  approval  process.   Under 
the  post-marketing  reporting  requirements  of  the  new  drug 
regulations  (21  CFR  314.81(b) (3) (i) ) ,  all  sponsors  are  required 
to  submit  copies  of  all  promotional  materials  to  the  agency  at 
the  time  the  comoanv  initially  disseminates  (for  labeling^  and 
publishes  (for  advertising)  the  materials.   Section  502 (n), 
however,  prohibits  the  FDA  from  requiring  prior  approval  of  any 
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promotional  materials,  except  in  extraordinary  circumstances. 
The  circumstances  under  which  the  agency  can  require  prior 
approval  of  promotional  materials  are  rare,  e.g.,  as  under  the 
accelerated  approval  regulations  (21  USC  352 (n)).   While  drug 
companies  sometimes  voluntarily  submit  promotional  materials  to 
the  agency  for  review  prior  to  their  dissemination,  the  companies 
are  not  required  to  do  so.   Thus,  for  all  practical  purposes,  the 
FDA  has  authority  to  act  against  violative  promotional  materials 
only  after  they  are  disseminated  to  the  public. 

FDA  may  consider  labeling  or  advertising  to  be  false  or 
misleading  for  a  variety  of  reasons.   For  example,  promotional 
materials  are  false  or  misleading  if  they  promote  an  unapproved 
use  for  the  product;  contain  claims  relating  to  the  dosing, 
safety  or  effectiveness  of  the  product  that  are  inconsistent  with 
the  approved  labeling;  or  if  they  lack  a  fair  and  balanced 
presentation  of  information,  i.e.,  of  benefits  and  risks. 

FDA'S  REGULATORY  ACTIVITIES 

The  Division  of  Drug  Marketing,  Advertising  and  Communications 
(DDMAC) ,  within  FDA's  Center  for  Drug  Evaluation  and  Research,  is 
responsible  for  enforcing  the  prescription  drug  promotion 
provisions  of  the  Act.   DDMAC  is  staffed  by  ten  professional 
reviewers  who  oversee  in  excess  of  ten  billion  dollars  worth  of 
prescription  drug  promotion  annually. 

The  Centers  for  Biologies,  Veterinary  Medicine,  and  Devices  and 
Radiological  Health  also  have  staffs  responsible  for  monitoring 
the  promotional  activities  of  companies  for  the  products  they 
regulate.   The  authorities  underlying  their  programs  are  similar, 
except  for  CDRH.   CDRH  has  authority  over  device  labeling 
comparable  to  that  for  drugs  and  biologies.   Its  authority  over 
device  advertising,  however,  is  limited  to  restricted  devices. 
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SURVEILLANCE 


DDMAC's  surveillance  activities  include  a  routine  monitoring 
program  for  reviewing  promotional  materials  disseminated  by  drug 
companies.   This  program  includes  review  of  promotional  materials 
submitted  by  drug  companies  as  required  by  the  new  drug  approval 
regulations.   It  also  includes  review  of  materials  that  the 
companies  failed  to  submit  as  required,  but  which  were  brought  to 
the  agency's  attention  by  third  parties. 

Drug  companies  sometimes  fail  to  submit  promotional  materials  as 
required  under  FDA's  regulations.   The  agency  learns  of  the 
promotional  activities  from  complaints  we  receive  from  other 
areas  within  FDA,  other  federal  and  state  agencies,  health  care 
providers,  consumers,  and  other  members  of  the  pharmaceutical 
industry.   Sometimes,  drug  companies  fail  to  submit  such 
promotional  materials  on  the  grounds  that  they  are  "educational" 
rather  than  promotional,  and  thus  exempt  from  the  filing 
requirement.   This  industry-created  distinction  raises 
significant  concern  because  many  promotional  materials  are,  to 
some  extent,  educational. 

Even  though  the  filing  requirement  does  not  stop  the 
dissemination  of  violative  promotional  material,  it  does  afford 
the  agency  an  opportunity  to  take  prompt  corrective  action  when 
violations  are  found.   The  FDA  is  concerned  about  companies' 
failure  to  file  because  it  makes  the  identification  of  violations 
much  more  difficult;  it  is  dependent  upon  the  chance  discovery  of 
violative  promotional  material  as  a  result  of  reporting  by  a 
third  party  or  discovery  by  the  agency. 

This  blatant  violation  of  the  post -marketing  filing  requirements, 
however,  does  not  have  an  adequate  remedy.   The  same  regulation 
that  requires  submission  of  the  promotional  materials 
specifically  provides  that  "[i]f  an  applicant  fails  to  make 
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reports  required  under  this  section,  FDA  may  withdraw  approval  of 
the  application  and,  thus  prohibit  continued  marketing  of  the 
drug  product  that  is  the  subject  of  the  application."  In  other 
words,  if  the  promotion  of  a  drug  violates  the  law,  we  can  pull 
the  drug  from  the  market.   Such  an  action  would  be  unreasonably 
harsh  in  most  situations,  because  it  would  result  in  the  drug 
being  unavailable  to  those  who  need  it.   As  a  result,  FDA  has 
never  applied  this  sanction  to  a  company  that  failed  to  file 
promotional  material.   The  availability  of  an  appropriate  remedy 
for  failure  to  file  could  greatly  enhance  the  effectiveness  of 
the  agency's  surveillance  activities. 

EDUCATION 

The  agency  seeks  to  improve  compliance  with  the  labeling  and 
advertising  provisions  of  the  Act  and  regulations  by 
disseminating  information  about  these  requirements  and  how  the 
agency  interprets  them.   A  significant  amount  of  DDMAC's 
educational  activities  have  been  in  the  form  of  comments  provided 
to  drug  companies  about  specific  promotional  materials 
voluntarily  submitted  to  DDMAC  prior  to  dissemination. 

DDMAC  has  requested  that  all  drug  companies  voluntarily  submit 
certain  promotional  materials  for  review  prior  to  dissemination. 
In  particular,  DDMAC  has  requested  that  drug  companies  submit 
promotional  "launch"  materials  (i.e.,  material  that  will  be 
disseminated  within  the  first  90  days  following  FDA's  clearance 
to  market  a  drug) .   Launch  materials  usually  produce  the  first 
and  most  long-lasting  impression  about  the  drug  in  the  minds  of 
healthcare  providers.   They  are,  therefore,  likely  to  cause 
public  harm  if  the  materials  are  false  or  misleading.   Drug 
companies  often  prefer  to  submit  these  promotional  materials  for 
comment  prior  to  their  use  in  order  to  avoid  the  expense  of 
correcting  violative  materials  and  changing  messages  at  this 
point  in  a  drug's  life  cycle. 
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In  addition,  DDMAC  asks  drug  companies  to  submit  promotional 
materials  for  comment  prior  to  use  when  the  materials  are 
targeted  directly  to  consumers,  as  opposed  to  materials  targeted 
to  a  health  care  provider  audience.   The  consumer  audience  is 
significantly  larger  than  the  health  care  provider  audience  and 
may  be  more  impressionable  because  consumers  lack  familiarity 
with  these  types  of  products.   Thus,  it  would  be  more  difficult 
to  correct  any  violative  promotional  messages  targeted  to 
consumers.   DDMAC  also  issues  guidance  letters  to  all  drug 
companies.   These  letters  address  issues  raised  by  promotional 
materials  and  activities  that  occur  frequently  within  the 
industry.   The  design  and  intent  of  these  guidance  letters  is  to 
enhance  the  industry's  understanding  of  the  Act  and  regulations, 
and  thereby  avoid  conduct  that  would  be  violative. 

ENFORCEMENT 

When  violative  promotional  materials  or  activities  are 
discovered,  DDMAC  commences  enforcement  actions.   Such  actions 
generally  include  letters,  injunctions,  seizures,  and  criminal 
investigations  and/or  prosecutions. 

NOTICE  OF  VIOLATION  LETTER 

The  first  type  of  enforcement  action,  although  technically 
untitled,  is  commonly  referred  to  as  a  "notice  of  violation 
letter."   This  letter  usually  is  issued  to  a  drug  company  for 
engaging  in  less  significant  violative  promotional  activities. 
The  usual  remedy  for  these  violations  is  to  request  the  drug 
company  cease  the  violative  activity  and  to  correct  the  violative 
message  in  all  future  materials. 
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WARNING  LETTER 

The  second  level  of  enforcement  action  is  the  Warning  Letter. 
Warning  letters  are  publicly  released  and  describe  the  issues  in 
detail.   This  letter  is  issued  when  DDMAC  determines  that  a 
significant  or  repeated  violation  has  occurred.   The  letter 
requests  that  the  drug  company  stop  the  violative  activities 
immediately  and  undertake  proscribed  remedial  action  to  correct 
the  information  previously  disseminated  to  the  health  care 
community  or  consumers.   Remedial  actions  are  appropriate  for 
violative  promotional  materials  and  activities  that  may  affect 
public  health  and  safety,  or  that  may  have  a  significant  effect 
on  the  selection  of  prescription  drugs.   FDA  has  requested 
remedial  action  for  the  promotion  of  claims  for  unapproved  uses; 
claims  that  are  false  or  misleading  about  a  drug's  safety  and 
effectiveness;  and  claims  comparing  a  drug  company's  product  to 
its  competitors'  product (s)  in  a  false  and  misleading  manner. 

Remedial  action  usually  includes  a  corrective  message  to  all 
healthcare  providers  known  to  have  received  the  violative 
message.   In  addition,  FDA  usually  asks  that  the  corrective 
message  be  published  in  relevant  healthcare  publications. 

For  example,  in  a  Warning  Letter  to  Knoll  Pharmaceutical  Company 
in  1993,  we  found  violative  a  comparative  claim  that  alleged  that 
the  competitor's  product,  a  once-a-day  antihypertensive,  was 
ineffective  for  the  first  8  to  12  hours  of  the  day.   The  Agency 
found  this  claim  to  be  false  and  misleading  and  requested  that 
Knoll  issue  a  corrective  message.   The  materials  containing  this 
claim  had  not  been  submitted  to  the  Agency,  as  required  by  the 
regulations.   As  a  result  of  the  Warning  Letter,  Knoll  submitted 
the  materials  that  had  not  been  previously  submitted,  issued  a 
"Dear  Doctor"  letter,  published  a  corrective  advertisement  in 
appropriate  journals,  and  made  a  commitment  to  revise  its 
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internal  procedures  to  prevent  the  reoccurrence  of  such  violative 
activities. 

Another  case  involving  issuance  of  a  Warning  Letter  involved  the 
Upjohn  Company's  promotional  program  to  switch  consumers  with 
diabetes  from  other  drugs  to  its  drug,  Glynase  Prestab  Tablets. 
In  your  invitation  letter  the  subcommittee  expressed  interest  in 
this  case. 

In  October  1992,  FDA  became  aware  of  The  Upjohn  Diabetes 
Cognitive  Services  Reimbursement  Program  after  receiving  several 
complaints.   Upjohn  Company  had  not  submited  the  program  to  FDA 
as  required  by  the  post-marketing  regulations.   We  immediately 
called  Upjohn  Company  to  inquire  about  the  program.   Upjohn 
Company  acknowledged  that  the  materials  were  "inadvertently  not 
submitted"  as  required  under  the  regulations.   At  the  same  time, 
however,  Upjohn  Company  submitted  only  partial  information  even 
after  the  agency  specifically  inquired  about  the  program. 

Under  this  program,  Upjohn  Company  would  pay  pharmacists  a  fee 
for  calling  prescribers  and  obtaining  authority  to  change  the 
prescription  from  another  oral  hypoglycemic  agent  to  Glynase 
Prestab  Tablets.   Upjohn  Company  only  provided  payment  to 
pharmacists  for  successful  switches  to  Glynase  Prestab  Tablets. 
Although  the  program  was  alleged  to  be  a  counseling  program,  no 
payment  was  made  if  consumers  already  had  a  prescription  for 
Glynase  Prestab  Tablets,  or  if  the  prescriber  refused  to  make  the 
change . 

At  the  same  time,  Upjohn  Company  had  instituted  a  contract 
program  for  chain  pharmacies.   Under  this  second  program,  chain 
pharmacies  were  to  search  their  computer  systems  to  identify 
targeted  patients,  i.e.,  patients  taking  oral  hypoglycemics,  and 
send  those  patients  a  letter,  on  drug  store  letterhead, 
encouraging  them  to  ask  their  doctors  to  switch  them  to  Glynase 
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Prestab  Tablets.   Each  pharmacy  was  to  be  reimbursed  by  Upjohn 
Company  for  each  letter  sent  to  its  customers. 

DDMAC  issued  a  Warning  Letter  to  Upjohn  Company  focusing  on  the 
safety  issues  raised  by  these  switch  programs,  and  requested 
Upjohn  Company  to  terminate  the  programs  and  to  undertake 
correction  action  to  address  the  safety  concerns.   We  did  not 
address  the  issue  of  reimbursement  either  for  counseling  or  for  a 
switch.   Upjohn  Company  responded  that  both  programs  had  been 
terminated  as  requested  in  the  Warning  Letter.   Upjohn  Company's 
corrective  campaign  included,  (1)  the  mailing  of  "Dear  Doctor" 
letter  that  was  targeted  to  an  agreed-upon  audience  of  physicians 
and  published  in  eight  medical  journals;  (2)  a  "Dear  Pharmacist" 
letter  that  was  mailed  and  published  in  four  pharmacy  journals; 
and  (3)  a  letter  to  the  physician  of  each  patient  who  had  been 
switched  to  Glynase  Prestab  Tablets  pursuant  to  one  of  Upjohn 
Company's  programs. 

Since  FDA  maintains  a  close  working  relationship  with  the  states' 
Attorneys  General  and  the  Office  of  the  Health  and  Human  Services 
Inspector  General,  we  informed  them  about  Upjohn  Company's 
programs  and  provided  them  with  a  copy  of  the  Warning  Letter. 
The  states,  after  being  informed  by  FDA  of  the  agency's 
regulatory  action,  also  initiated  an  investigation.   FDA  provided 
information  and  assistance  requested  by  the  states,  and  agreed  to 
provide  testimony,  if  necessary. 

On  August  1,  1994,  the  Attorney  General  of  Minnesota  announced 
that  it  and  seven  other  states  had  entered  into  a  settlement  with 
Upjohn  Company  concerning  these  promotional  programs.   In  a  press 
release,  Upjohn  Company  stated  that  it  "disagrees  with  the 
states'  judgments  that  it  is  improper  and  illegal  to  reimburse 
pharmacists  for  counseling  patients  on  compliance,  retitration, 
diet,  exercise  and  potential  side  effects  when  changing 
medications."   It  also  stated  that  the  program  was  discontinued 
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after  the  FDA  "raised  concerns  about  the  promotional  literature 
and  advertisements  used  in  the  program."   Upjohn  Company  further 
stated,  however,  that  the  "FDA  did  not  raise  any  concerns  about 
providing  reimbursement  to  pharmacists." 

Upon  seeing  the  Upjohn  Company  press  release  on  August  11,  1994, 
FDA  wrote  Upjohn  Company  stating  that  its  press  release  suggested 
incorrectly  that  FDA  had  taken  a  position  on  the  reimbursement 
issue  with  respect  to  Upjohn  Company's  program.   In  response  to 
FDA's  letter,  Upjohn  Company  stated  that  it  "did  not  intend  to 
infer  that  FDA  has  a  formal  policy  which  endorses  reimbursement 
programs  that  pay  pharmacists  for  counseling  services." 

Why  does  it  matter  if  you  switch  a  patient  from  one  oral 
hypoglycemic  drug  to  another?  It  matters  because  the  different 
drugs  have  to  be  taken  in  different  dosages  —  so  when  you  switch 
a  patient,  that  patient  must  increase  his  or  her  monitoring  of 
urinary  glucose,  and  the  patient  must  go  back  to  the  doctor's 
office  for  periodic  blood  glucose  tests  and  other  tests.   If  the 
patient  is  not  properly  titrated,  the  patient  may  lose  control 
over  the  diabetes  and  become  hypoglycemic.   In  short,  the  Upjohn 
Company  switch  campaign  made  money  for  the  company  and  the 
pharmacists,  but  caused  the  patients  to  incur  serious  medical 
risks,  as  well  as  additional  expense  and  inconvenience. 

CONSENT  DECREES 

For  more  egregious  promotional  activities,  FDA  has  filed  suit  to 
enjoin  companies  from  ilicit  promotional  activities.   In  one  such 
case,  a  consent  decree  was  entered  into  between  FDA  and  Kabi 
Pharmacia  in  July  1993  because  of  Kabi's  promotion  of  Dipentum 
for  unapproved  uses. 

On  July  31,  1990  Dipentum  was  approved  for  a  narrow  indication, 
i.e.,  the  maintenance  of  remission  of  ulcerative  colitis  in 
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patients  intolerant  of  sulfasalazine.   Kabi  was  informed  that 
Dipentum  was  not  approved  for  the  treatment  of  active  disease; 
for  use  in  children;  or  for  treatment  of  Crohn's  disease. 
Moreover,  because  of  FDA's  concerns  about  the  safe  use  of 
Dipentum  (there  was  a  high  incidence  of  diarrhea  associated  with 
the  drug) ,  Dipentum  was  approved  only  for  use  in  patients  who 
were  intolerant  of  sulfasalazine,  i.e.,  it  was  a  second-line 
therapy. 

In  August  and  September  1990,  these  messages  were  reinforced  by 
FDA  during  discussions  and  correspondence  with  Kabi  concerning 
its  proposed  introductory  advertising  and  promotional  activities 
for  Dipentum.   To  the  best  of  our  knowledge,  Kabi  introduced 
Dipentum  in  a  manner  consistent  with  the  approved  product 
labeling. 

In  August  1991,  Kabi  and  FDA  met  to  discuss  new  data  that  Kabi 
argued  should  expand  the  use  of  Dipentum.   FDA  did  not  agree. 
Kabi,  however,  already  had  changed  its  directions  to  its  sales 
force.   Contrary  to  the  product's  labeling,  FDA's  instructions, 
and  its  own  prior  actions,  Kabi  directed  its  representatives  to 
promote  Dipentum  for  mild,  moderate,  or  severe  active  ulcerative 
colitis  in  adults;  and  for  active  disease  and  maintenance  of 
remission  in  children.   Kabi  also  instructed  its  sales  force  to 
and  promote  Dipentum  as  superior  to  sulfasalazine  on  the  basis  of 
safety.   Kabi's  directions  were  that  Dipentum  should  be  promoted 
as  a  "first  choice,"  "drug  of  choice,"  or  "first  line"  therapy 
for  active  disease,  maintenance  of  remission,  inflammatory  bowel 
disease,  or  Crohn's  disease.   Kabi's  promotional  thrust  was  that 
all  newly  diagnosed  patients  should  be  started  on  Dipentum,  and 
that  other  patients  should  be  switched  to  Dipentxim.   All  of  these 
uses  are  beyond  the  approved  indications  for  Dipentum. 

Kabi  disseminated  its  promotional  campaign  through  its  sales 
force,  brochures,  reprints  of  clinical  studies,  journal  articles, 
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and  advertisements.   These  promotional  materials  and  activities 
caused  Dipentum  to  be  misbranded. 

Under  the  consent  decree,  for  a  period  of  one  year,  Kabi  was 
required  to  submit  to  FDA  for  preclearance  all  promotional 
materials,  all  sales  training  and  instructional  materials,  and  a 
description  of  all  oral  promotional  activities.   Kabi  also 
submitted  for  preclearance  educational  materials  and  press, 
public  relations,  market  research  and  media  activities  and 
materials. 

Kabi  also  was  required  to  provide  FDA-approved  training  and 
instructions  to  its  sales  force  to  ensure  that  the  violative 
activities  were  discontinued,  and  that  the  sales  force  was 
properly  trained  to  disseminate  the  correct  message.   In 
addition,  Kabi  was  required  to  undertake  an  informational 
campaign  to  correct  its  previous  promotional  claims.   The 
information  campaign  included  mailing  a  "Dear  Doctor"  letter  and 
publishing  a  remedial  advertisement  in  a  variety  of  medical 
journals. 

CURRENT  PROMOTIONAL  CONCERNS 

Let  me  describe  a  few  of  the  types  of  activities  that  we  are 
concerned  about  presently.   Some  of  these  scenarios  may  reflect 
subject  matter  that  is  similar  to  the  subject  matter  of  a  current 
investigation,  or  may  be  hypothetical  situations  that  illustrate 
current  concerns  and  patterns  of  promotional  behavior. 

PROMOTION  OF  UNAPPROVED  USES 

A  growing  public  health  concern  is  the  promotion  of  prescription 
drugs  for  uses  that  FDA  has  not  determined  to  be  safe  and 
effective.   The  requirements  of  the  New  Drug  Approval  process  are 
intended  to  ensure  that  there  is  adequate  data  to  determine  that 
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a  drug  is  safe  and  effective  for  use  in  a  particular  disease  or 
condition  and  to  make  certain  that  both  the  doctor  and  the 
patient  understand  how  to  use  the  drug  properly.   The  promotion 
of  prescription  drugs  for  uses  for  which  safety,  effectiveness, 
and  adequate  directions  for  use  have  not  been  established  can 
result  in  unsafe  drug  therapy.   Licensed  physicians  are  permitted 
to  prescribe  drugs  for  uses  not  included  in  the  labeling. 

Promotion  of  unapproved  uses  also  is  troubling  in  that  it 
threatens  the  integrity  and  vitality  of  the  New  Drug  Approval 
process.   For  example,  a  company  seeking  to  obtain  approval  for  a 
new  anti-infective  drug  may  file  a  New  Drug  Application  that 
seeks  approval  for  only  a  narrow  indication  in  a  relatively 
specific  patient  population,  even  while  the  company  thinks  that 
the  drug  has  much  broader  potential  uses.   To  seek  approval  for 
only  a  narrow  indication  in  a  small  patient  population  likely 
will  shorten  the  time  for  approval,  but  also  will  provide  a 
smaller  safety  database  upon  which  to  evaluate  the  drug's 
performance.   The  company's  strategy  may  be  to  make  the  drug 
available  in  the  marketplace  in  as  short  a  time  as  possible,  and 
then  to  promote  uses  of  the  drug  well  beyond  the  approved 
indications.   To  the  extent  that  this  strategy  is  successful,  it 
marginalizes  the  safety  and  effectiveness  standards  in  the  New 
Drug  Approval  process.   The  Kabi  promotion  of  Dipentum  is  a 
classic  example  of  this  problem. 

Illegal  promotion  of  unapproved  uses  often  begins  even  prior  to 
drug  approval.   A  company  may,  years  in  advance  of  approval, 
begin  communicating  information  about  a  product  for  many  uses  for 
which  approval  has  not  been  sought  and  for  which  there  exists 
only  preliminary,  tentative,  non-clinical,  and/or  inconclusive 
data.   This  information  may  create  lasting  impressions  that  will 
be  difficult  to  overcome  later  by  dissemination  of  more  accurate 
information. 
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Promotion  of  unapproved  uses  is  even  more  troublesome  after  a 
drug  is  approved,  because  the  drug  is  available  in  the 
marketplace  and  can  be  readily  misused  on  the  basis  of  poor 
information.   In  addition,  the  means  by  which  information  can  be 
communicated  are  significantly  expanded  post-approval. 

Promotion  of  unapproved  uses  by  company  sales  representatives  is 
a  major  problem.   The  ubiquitousness  of  the  sales  representative 
and  the  private  nature  of  the  sales  representative-physician 
interaction  present  significant  regulatory  problems. 

FDA  is  aware  of  a  company  that  has  a  drug  approved  for 
relatively  narrow  indications  typically  seen  only  in  AIDS 
patients.   The  sales  force's  training  materials  for  the  drug 
contained  lengthy  discussions  of  a  wide  range  of  unapproved  uses 
and  directions  for  use  in  much  larger  and  less  sick  patient 
populations.   The  training  materials  also  revealed  a  company  goal 
to  make  this  drug  the  franchise  sales  volume  leader  by  close  of 
1994,  an  impossible  goal  if  the  drug  is  used  for  only  its 
approved  indications.   The  expectation  that  off -label  promotion 
will  take  place  is  clear.   The  sales  force  also  was  instructed  by 
upper  management  to  heavily  focus  its  efforts  on  physician 
specialty  groups  that  would  have  no  occasion  to  prescribe  the 
drug  for  its  approved  indications  because  they  would  not  be 
treating  the  relevant  patient  types.   Sales  audit  data  confirmed 
the  company's  intent.   These  data  revealed  that  over  80%  of 
prescribing  for  this  drug  was  for  unapproved  indications. 

PROMOTION  DISGUISED  AS  EDUCATION 

Although  FDA  strongly  supports  the  continuing  education  of 
healthcare  professionals  and  the  dissemination  of  valuable 
scientific  information,  it  has  long  been  aware  of  growing 
problems  in  the  area  of  industry-sponsored  continuing  medical 
education.   Increasingly,  the  pharmaceutical  industry  is  relied 
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upon  to  fund  continuing  medical  education.   The  problem  is  to 
ensure  that  drug  company-supported  educational  activities  are 
sufficiently  independent  so  that  they  are  free  of  commercial 
bias.   At  present,  FDA  is  involved  in  a  lengthy  policy-making 
initiative  in  an  attempt  to  preserve  and  facilitate  high  quality, 
independent,  objective  continuing  medical  education  for 
healthcare  professionals. 

We  have  an  uphill  battle.   We  are  still  striving  to  make 
continuing  medical  education  independent  and  free  of  bias  and 
promotional  content.   At  the  same  time,  many  drug  companies  are 
sponsoring  continuing  medical  education  programs  because  they 
recognize  that  it  is  an  excellent  vehicle  for  promoting  their 
drugs  for  unapproved  uses. 

FDA  recently  obtained  marketing  solicitation  materials 
disseminated  by  a  commercial  continuing  medical  education 
provider  and  directed  at  drug  companies.   The  brochure  clearly 
details  how  the  continuing  medical  education  provider  and  a 
sponsoring  drug  company  can  work  closely  to  ensure  that  the  drug 
company's  desired  message  is  conveyed  and  its  drugs  are  portrayed 
in  a  positive  light  through  the  continuing  medical  education 
program.   Drug  companies  that  are  willing  to  sponsor  continuing 
medical  education  programs  are  assured  that  "[p]recise 
identification  of  your  specific  goals  is  important  to  us  and  our 
in-depth,  effective  planning  and  professional  implementation  will 
ensure  that  the  program  supports  your  communication  objectives." 
Clearly  this  continuing  medical  education  provider  is  in  the 
business  of  delivering  the  drug  company's  preferred  message,  and 
not  in  the  business  of  generating  independent,  objective,  and 
balanced  continuing  medical  education  for  healthcare 
professionals . 
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PROMOTION  DISGUISED  AS  NEWS / INDEPENDENT  OPINION 

Another  method  used  by  the  drug  industry  to  covertly  promote 
their  drugs  was  described  recently  in  a  "Sounding  Board"  article 
in  the  New  England  Journal  of  Medicine.   According  to  the 
article,  the  author  was  solicited  by  a  public-relations  firm  to 
write  an  editorial  for  a  medical  journal.   He  was  told  that  he 
would  not  have  to  do  much  work  on  the  project,  but  would  be  paid 
$2500.   All  he  had  to  do  was  discuss  the  legal  liability  of 
physicians  who  prescribe  drugs  that  may  have  sedative  effects, 
such  as  antihistamines,  with  the  public-relations  firm.   They 
would  then  have  a  professional  writer  compose  the  editorial  which 
he  could  modify.   The  project  was  funded  by  a  pharmaceutical 
company . 

The  author  noted  that  the  practice  of  buying  editorials  reflects 
the  growing  influence  of  the  pharmaceutical  companies.   Moreover, 
such  covert  activities  make  conflicts  of  interest  more  difficult 
to  determine.   This  type  of  practice,  however,  coupled  with  the 
promotional  programs  that  are  disguised  as  educational  programs 
or  research  studies,  or  as  interventions  by  healthcare 
practitioners,  may  be  no  more  than  the  tip  of  the  iceberg  in  the 
control  of  information  about  prescription  drug  products. 

PROMOTION  OF  COMPARATIVE /COST  EFFECTIVENESS  CLAIMS 

One  of  the  emerging  trends  in  pharmaceutical  promotion  is  the 
rush  by  companies  to  label  their  products  as  cost  effective.   As 
managed  care  organizations  apply  more  selective  criteria  for 
purchasing  drugs  in  an  attempt  to  control  costs,  pharmaceutical 
companies  have  learned  that  cost  effectiveness  and  comparative 
effectiveness  data  can  be  important  tools  in  their  promotional 
efforts  to  maintain  or  expand  market  share  for  their  products. 
There  is  a  valid  need  for  those  who  purchase  and  use 
pharmaceuticals  to  understand  when  real  differences  exist  among 
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drugs  available  to  treat  the  same  disease.   To  make  correct 
decisions,  however,  purchasers  and  prescribers  need  to  understand 
both  the  clinical  differences  among  drugs  and  their  impact  on 
resource  utilization. 

Traditionally,  the  agency  has  not  been  involved  in  cost 
effectiveness  or  comparative  effectiveness  issues.   The  emergence 
of  these  issues  in  the  promotion  context,  however,  requires  the 
agency  to  evaluate  the  validity  of  such  claims.   This,  in  turn, 
requires  an  evaluation  of  the  validity  of  the  underlying  studies 
on  which  the  companies  rely  in  making  the  claims.   Although  the 
parameters  of  what  is  required  for  valid  cost  effectiveness  and 
comparative  effectiveness  claims  are  still  being  developed,  the 
basic  requirement  is  the  same  as  for  all  claims:   they  must  be 
based  on  sound  clinical  data. 

To  date,  in  reviewing  this  type  of  claim,  the  agency  has  found  no 
supporting  data  that  meet  the  scientific  criteria  for  the 
development  of  sound  clinical  data.   We  have  found  instead  a 
variety  of  methodologies  and  a  hodgepodge  of  data  sources  used  to 
estimate  drug  effects  and  the  resources  consumed  by  patients  in 
treatment. 

In  July  of  this  year,  the  agency  issued  a  Warning  Letter  to  Eli 
Lilly  and  Company  regarding,  in  part,  its  promotional  claims  that 
Axid,  an  antisecretory  drug,  was  superior  to  other  antisecretory 
drugs.   In  a  cost-effectiveness  claim,  Lilly's  only  support  was  a 
comparison  of  drug  acquisition  costs.   There  are  a  variety  of 
other  variables,  however,  that  can  affect  relative  costs  among 
competing  therapies,  such  as  comparative  efficacy  and  adverse 
events.   In  addition,  mere  distinctions  in  drug  acquisition  cost 
offer  no  support  for  the  implied  clinical  equivalence  component 
of  most  cost  effectiveness  claims.   Such  claims,  therefore,  are 
misleading. 
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OTHER  TYPES  OF  PROMOTIONAL  ACTIVITIES 

Recently,  drug  companies  have  been  waging  campaigns  to  cause 
consumers  to  change  from  one  therapeutic  agent  to  another.   Just 
as  with  Upjohn 's  switch  campaign  for  Glynase,  other  drug 
companies  have  engaged  health  care  providers  to  promote  and 
implement  drug  switches  for  them  and  compensate  those  providers 
for  their  promotional  services. 

Switching  from  one  drug  to  another  might  not  be  a  bad  idea.   A 
well  considered  switch  may  reduce  health  care  costs  and  even 
result  in  improved  therapy  for  patients.   In  other  circumstances, 
there  might  be  safety  or  effectiveness  concerns  that  need  to  be 
disclosed  to  patients  and  their  doctors  in  order  to  avoid  an 
adverse  event.   For  example,  switches  between  drugs  that  have  not 
been  demonstrated  to  be  therapeutically  equivalent  might  not 
deliver  identical  or  comparable  results.   Switches  among  such 
drugs  might  require  disclosure  of  information  about  known 
differences.   For  example,  if  one  drug  should  be  taken  between 
meals,  whereas  the  other  should  be  taken  with  meals,  such 
information  must  be  part  of  any  switch  discussion. 

Another  type  of  activity  of  concern  to  the  agency  involves 
promotional  endeavors  disguised  as  clinical  studies.   These 
studies  are  typically  done  in  conjunction  with  the  launch  of  a 
new  drug.   Their  purpose  is  not  to  learn  anything  new  about  the 
drug,  but  rather  to  get  physicians  accustomed  to  prescribing  the 
drug. 

The  Hoffman-LaRoche  Rocephin  Grant-In-Aid  program  about  which  the 
Committee  has  inquired  is  a  rather  simplistic  example  of 
promotion  disguised  as  research.   There  was  no  study  to  speak  of 
and  no  real  data-gathering  requirement.   Potential  investigators 
merely  had  to  submit  a  cursory  "grant  proposal"  seeking  funding 
for  some  conceivable  use  of  Rocephin  in  a  certain  number  of 
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patients.   The  proposals  were  often  drafted  by  the  Rocephin  sales 
representatives  on  behalf  of  the  physicians  who  were  seeking 
grants.   The  decision  to  fund  the  grant  apparently  was  pro  forma 
as  long  as  the  physicians  intended  to  use  a  significant  amount  of 
Rocephin.   In  fact,  it  is  our  understanding  that  Hoffman-LaRoche 
may  have  funded  more  grant  proposals  than  were  actually  received. 

I  think  it  is  important  for  all  of  us  —  FDA,  drug  companies, 
physicians,  and  patients  alike  —  to  reflect  on  these  practices. 
When  I  go  to  a  physician  because  I  am  sick  and  need  therapy,  I 
want  my  physician  to  prescribe  the  drug  that  is  best  for  me,  not 
the  drug  that  is  best  for  my  doctor's  bank  account.   Similarly, 
when  I  get  a  prescription  filled,  I  want  a  drug  that  will  benefit 
me,  not  my  drug  store  and  pharmacist. 

THE  LIMITATIONS  OF  OUR  ENFORCEMENT  TOOLS 

As  previously  mentioned,  FDA  resolves  most  regulatory  issues 
involving  promotion  by  issuing  a  letter  to  the  company  requesting 
that  the  company  correct  the  promotional  materials  and  cease 
activities  that  are  violative.   These  Notice  of  Violation  letters 
typically  are  effective  for  addressing  specific,  routine  issues. 
For  persistent  or  more  serious  problems,  FDA  issues  Warning 
Letters  that  threaten  more  serious  enforcement  action  if  certain 
remedial  actions  are  not  undertaken. 

In  the  exercise  of  its  enforcement  discretion,  FDA  may  institute 
injunctive  proceedings,  seizures,  and  criminal  prosecutions  to 
address  significant  promotional  violations.   These  actions  are 
relatively  rare,  however,  because  they  are  time  consxuning  and 
resource  intensive  for  both  FDA  and  the  Justice  Department. 

Injunction  is  the  most  likely  judicial  enforcement  action  for 
promotional  violations.   As  indicated  by  the  Kabi  example, 
consent  decrees  resulting  from  injunctive  actions  usually  include 
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remedial  action,  a  period  of  preclearance,  and  reimbursing  FDA's 
costs  of  the  investigation.   These  penalties  are  minuscule, 
however,  compared  to  even  a  small  gain  in  market  share  as  a 
result  of  the  violative  conduct.   Injunctive  actions  are  more 
useful  to  resolve  violations  than  to  prevent  them. 

FDA  has  not  seized  a  drug  for  promotional  violations  in  over  20 
years.   For  promotional  violations,  this  remedy  is  usually 
reserved  for  cases  that  involve  incorrect  or  misinformation  on 
the  actual  package  label  of  the  product.   As  indicated  above, 
seizure  actions  remove  the  drug  from  distribution  and  may  cause 
hardship  to  consumers  who  need  the  product. 

FDA  has  initiated  criminal  proceedings  for  promotional 
violations.   The  decision  to  pursue  criminal  sanctions  for 
promotional  violations,  however,  is  a  difficult  one  unless  the 
situation  is  particularly  egregious  and  direct,  because  there  is 
a  high  burden  of  proof  in  a  criminal  case.   In  addition,  there 
are  limited  resources  available  to  pursue  what  is  typically  a 
highly  resource  intensive  case,  and  there  is  generally  a  long 
period  of  time  required  to  bring  a  criminal  case  to  closure. 

Although  this  array  of  actions  are  usually  sufficient  to  cause  a 
company  to  cease  unlawful  promotional  activities,  they  do  not 
appear  adequate  to  deter  drug  companies  from  making  the  decision 
to  engage  in  such  conduct.   The  potential  financial  rewards  for 
violative  promotional  activities,  such  as  the  promotion  of  off- 
label  uses,  are  great,  and  the  risk  of  serious  sanction,  minimal. 
Even  a  significant  increase  in  the  number  of  enforcement  actions 
pursued  under  the  Act  seems  unlikely  to  deter  the  pursuit  of 
larger  markets  through  promotion  of  unapproved  uses. 
Enforcement  actions  are  likely  to  be  less  costly  to  the  company 
than  foregoing  the  broader  market.   A  civil  monetary  penalty  in 
an  amount  sufficient  to  offset  any  potential  gains  from  the 
violative  conduct  could  have  much  stronger  deterrent  effect. 
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In  addition,  FDA's  ability  to  obtain  data  and  Infomation  is 
limited  \inder  our  current  authorities,  which  were  enacted  many 
years  ago.   Technology,  marketing  and  distribution  practices,  and 
business  relationships  have  evolved  over  the  past  30  years. 
Information  that  would  substantiate  violations  of  the  Act 
occurring  under  the  paradigms  described  in  this  statement  is 
often  out  of  the  Agency's  reach. 

CONCLUSION 

Mr.  Chairman,  this  concludes  my  testimony.   I  greatly  appreciate 
the  opportunity  to  explain  FDA's  programs  with  respect  to  drug 
advertising  and  promotion  and  some  of  the  challenges  that  we 
face.  I  look  forward  to  working  with  your  staff  in  addressing 
any  of  the  issues  they  are  pursuing  in  this  area. 
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Introduction 

The  Hiiman  Growth  Foiindation  (HGF)  is  a  voluntary,  national  non-profit  patient 
support  group  dedicated  to  helping  the  medical  community  and  the  public  through 
education,  research  and  advocacy,  to  better  understand  all  aspects  of  human  growth. 
HGF  was  foimded  in  1965  by  five  U.S.  families,  with  the  assistance  of  pediatric 
endocrinologist  Dr.  Robert  Blizzard,  the  first  director  of  the  government  National 
Pituitary  Agency.  It  was  organized  to  operate  a  support  group  and  resource  for 
families  with  children  with  growth  disorders.  Today,  HGF  members  nimiber 
approximately  1,000  famiUes  among  its  42  chapters  in  13  districts  in  the  U.S.,  Puerto 
F^co  and  Canada.  HGF  has  broadened  its  mission  to  include  other  growth  disorders, 
including  achondroplasia  (dwarfism),  Noonan  Syndrome,  Turner  S3nidrome,  chronic 
renal  instifiSciency,  interuterine  growth  retardation  and  Russell-Silver  Syndrome. 

Management 

HGF  is  managed  by  an  independent  Board  of  Directors  and  officers,  none  of  whom 
are  employed  by  the  pharmaceutical  industry.  Its  22-member  Board  is  elected  every 
two  years  (on  staggered  terms)  by  the  members  of  HGF.  Each  of  the  13  districts  has 
a  representative  on  the  Board.  All  but  two  have  children  with  growth  disorders.  One 
member  is  appointed  to  the  Board  based  on  expertise  in  law  and  accoiuiting.  The 
other  eight  members  are  elected  by  the  membership  to  at-large  seats,  and  include  a 
pediatric  endocrinology  nurse,  a  psychologist,  and  several  other  scientific  experts. 
The  Board  elects  a  President,  Vice  President,  Treasurer  and  Secretary  who,  along 
with  three  designated  Board  members,  comprise  an  Executive  Committee. 

Since  1965,  HGF  has  committed  itself  to  supporting  medical  research  for  growth 
disorders.  It  has  made  grants  available  from  a  family  endowment  and  general 
operating  fimds  for  the  study  of  such  disorders,  the  effects  of  himian  growth  hormone 
in  treating  growth  disorders,  the  psychological  impact  of  short  stature,  and  "Career 
Starter  Grants"  for  individuals  dedicated  to  growth  research  and  related  fields.  In 
1993,  for  example,  HGF  fimded  two  projects  to  understand  abnormahties  that  affect 
cartilage  and  their  role  in  bone  growth;  one  to  determine  why  adequate  levels  of 
growth  hormone  do  not  induce  normal  growth  in  some  children;  and  a  study  to 
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determine  whether  children's  academic  performance  or  social  interactions  are  affected 
by  short  stature. 

Members  of  HGF  also  pioneered  the  study  of  the  psychological  impact  of  growth 
disorders  on  the  individual  and  the  family,  holding  the  first  national  conference  on 
those  issues  in  1979  in  Galveston,  Texas. 

Other  HGF  programs  include: 

•  Preparing  and  distributing  informational  materials  on  specific  conditions 
that  cause  growth  disorders,  including  "Patterns  of  Growth,"  "Growth 
Hormone  Deficiency,"  Turner  Syndrome,"  "Achondroplasia," 
"Interuterine  Growth  Retardation"  and  a  guide  for  parents  of  short 
children  titled  "Short  and  OK."  Printed  materials  also  include  a 
monthly  newsletter  to  parents,  a  quarterly  publication  entitled  Outreach 
for  Growth  to  300-400  pediatric  endocrinologists  on  important 
developments  in  treatment  and  research,  and  support  materials  to 
families  and  firiends.  HGF's  literattire  is  distributed  to  patients  and 
families  through  its  toll-firee  800  number,  and  by  pediatric 
endocrinologists  and  nurses  in  hospitals  or  private  offices; 

•  Sponsoring  national  educational  conferences  on  growth  topics  of  interest 
to  families,  educators  and  the  medical  community,  and  exhibiting  at  the 
annual  meetings  of  the  Endocrine  Society,  the  Pediatric  Endocrine 
Nurses  Society,  and  the  American  Academy  of  Pediatricians; 

•  Assisting  patients  and  families  through  HGF's  network  of  family 
support  chapters,  including  maintaining  a  toll-fi^e  800  nxmiber  to  direct 
parents  to  publications  or  chapter  contacts  in  their  communities  (over 
6,000  calls  in  1993,  and  9,000  calls  expected  in  1994); 

•  Grants  to  investigators  for  promising  new  research  to  help  understand 
and  treat  growth  disorders;  and 

•  Advocacy  to  increase  public  awareness  and  support  for  persons  with 
growth  disorders. 

Growth  Screening 

Medical  experts  agree  that  growth  is  an  important  indicator  of  a  child's  overall 
health.  Accordingly,  HGF  strongly  supports  regular  monitoring  of  children's  growth 
patterns  through  growth  screening,  in  much  the  same  way  as  schools  currently  screen 
children  for  possible  vision  and  hearing  problems,  learning  disabilities  and  scoliosis. 
A  study  reported  in  the  August  1992  issue  of  Clinical  Pediatrics  concluded  that 
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monitoring  a  child's  growth  "can  identify  potential  problems,  including  those  which 
may  be  life-threatening,  and  lead  to  appropriate  referrals  for  accurate  diagnosis  and 
proper  treatment."  The  American  Academy  of  Pediatrics,  and  many  other  physicians 
and  medical  groups,  recommend  regular  screening  of  a  child's  height  euid  weight. 

HGFs  screening  guidelines  recommend  recording  and  plotting  growth  rate 
measurements  twice  a  year  on  a  growth  curve,  not  merely  a  patient  chart,  to  be 
included  in  the  child's  permanent  health  record.  HGF  also  supports  review  and 
interpretation  of  these  data  by  a  qualified  health  care  professional,  and  appropriate 
diagnosis  and  treatment  for  the  child. 

HGF  conducts  or  assists  growth  screenings  in  elementary  and  secondary  schools. 
We  perform  this  service  to  provide  a  valuable  public  health  benefit  to  an  underserved 
population.  Parents  with  affected  children  are  reaching  out  to  other  parents. 

In-school  screenings  are  a  valuable  means  to  reach  children  who  may  not 
otherwise  have  access  to  preventive  health  care.  Recently  U.S.  Siorgeon  General 
Joycelyn  Elders,  herself  a  pediatric  health  specialist,  emphasized  the  need  for  school- 
based  preventive  health  care  for  children,  stating,  "Our  children  are  in  school  all  day, 
so  the  best  place  for  them  to  access  primary  preventative  health  care  is  at  school." 
Growth  screening  is  one  component  of  essential  medical  preventive  care. 

As  part  of  its  screening  program,  HGF  provides  materials  to  psirticipating  schools, 
includijig  a  videotape  which  trains  school  personnel  to  measure  growth,  growth 
charts,  and  a  stadiometer  (an  accurate  height  mesisuring  device  which  is  generally 
moxmted  on  a  wall).  Students  below  the  5th  percentile  in  height  are  sent  a  letter  in 
a  form  supplied  by  HGF,  but  normally  sent  by  the  schools.  The  letter  identifies  the 
student  as  being  below  the  5th  percentile  in  height  and  merely  advises  parents  to 
consult  their  doctor  if  they  are  concerned.  It  contains  no  manufacturer's  name,  no 
name  of  or  promotional  material  concerning  a  product  or  medical  service  provider,  nor 
does  HGF  receive  a  list  of  parents  who  receive  the  letter.  HGF  strictly  does  not  refer 
parents  to  specific  doctors  as  a  result  of  the  screenings.  Written  guideUnes  also 
prohibit  the  promotion  of  any  pharmaceutical  products  or  medical  services  at  growth 
screenings. 

Finally,  M  part  of  its  support  of  growth  screening,  HGF  makes  available  to 
parents  informational  materials  about  how  to  continue  monitoring  their  child's 
growth.  This  material  also  includes  sources  of  support  and  other  family  guidance. 

Growth  Disorders 

Normal  growth  is  considered  10  inches  per  year  during  the  child's  first  year, 
diminishing  to  an  average  of  2  or  2-1/2  inches  per  year  from  ages  5  to  10.  A  phase 
of  more  rapid  growth  begins  at  puberty  and  typically  ceases  between  ages  16  and  18. 
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Growth  failiire  in  children  may  be  due  to  nutritional,  genetic  and  hormonal  factors. 
Some  of  these  factors  are  recognizable  at  birth,  while  others  may  not  appear  imtil  the 
child  is  of  school  age. 

Abnormal  growth  can  be  the  first  indicator  of  more  than  200  serious  xmderlying 
medical  problems,  including: 

•  Achondroplasia  (dwarfism),  a  genetic  disorder  that  Eiffects  the  growth  of 
the  long  bones  of  the  body; 

•  Crohn's  disease,  an  inilsmimatory  disease  that  a£fects  the  small  and 
large  intestine  or  other  parts  of  the  gastrointestinal  tract; 

•  Growth  hormone  deficiency,  the  inadequate  production  by  the  pituitary 
gland  of  growth  hormone,  a  protein  necessary  for  normal  growth; 

•  Hypothyroidism,  or  deficiency  of  thyroid  hormone,  which  results  in  slow 
growth  and  mental  and  physical  sluggishness; 

•  Noonan's  Syndrome,  a  disorder  affecting  boys  with  some  of  the 
symptoms  of  Turner  Syndrome  (see  below),  including  short  stature,  and 
often  accompanied  by  mental  retardation. 

•  Russell-Silyer  Syndrome,  a  disorder  that  slows  growth  and  deyelopment 
even  before  birth  and  causes  the  two  sides  of  the  body  to  grow  at 
different  rates;  and 

•  Turner  Syndrome,  a  chromosomal  disorder  afifecting  one  out  of  2,000 
girls  that  causes  short  stature  and  results  in  incomplete  sexual 
maturation  £md  sometimes  other  conditions. 

Growth  screening  may  also  reyeal  brain  tumors,  chronic  renal  insufiiciency, 
malnutrition,  diabetes  and  other  diseases  of  the  kidney,  lung  and  heart,  or  stress  or 
emotional  depriyation  that  may  adversely  affect  growth.  Many  of  these  conditions 
are  treatable  if  diagnosed  during  early  childhood. 

Growth  Hormone  Deficiency 

Children  with  growth  hormone  deficiency  (GHD)  have  normal  body  proportions 
but  grow  slowly.  Various  tests  may  be  necessary  to  diagnose  GHD,  which  is  treatable 
with  bioengineered  human  growth  hormone.  Early  diagnosis  and  treatment  oft«n 
allow  children  with  GHD  to  achieve  normal  adult  height.  Prior  to  the  approval  of 
bioengineered  himian  growth  hormone  in  1985,  some  patients  received  a  limited 
supply  of  growth  hormone  fi*om  the  pituitary  glands  of  cadavers.  The  hormone  was 
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in  short  supply  and,  more  importantly,  several  patients  contracted  Creutzfeld-Jakob 
disease  and  died. 

A  recent  large-scale  study,  known  as  the  'TJtah  Growth  Study,"  published  in  the 
July  1994  issue  of  The  Journal  of  Pediatrics,  determined  that  approximately  20,000 
American  children,  or  one  out  of  every  3,480,  may  have  growth  hormone  deficiency, 
more  than  the  15,000  previously  thought.  The  Utah  Study  also  foimd  that  many 
children  with  GHD  go  undiagnosed  and  without  proper  treatment.  The  authors 
underscored  the  importance  of  routine  height  measurements.  Those  measurements 
accompany  plotting  consistently  on  growth  curves,  expert  evaluation,  and  timely 
referrals  of  children  who  exhibit  growth  failure. 

Conclusion 

HGF  was  created  in  1965,  long  before  the  discovery  of  sjrnthesized  hGH  or  its  sale 
by  Genentech  or  any  other  manufacturer.  The  mission  since  our  creation  is  to 
educate  and  support  parents  and  children  suflFering  medical  growth  disorders.  Our 
goal  regarding  the  treatment  of  growth  disorders  is  not  to  make  all  children  tall  but, 
rather,  to  help  all  children  remain  as  hecilthy  and  grow  as  normally  as  possible.  We 
are  managed  independently,  and  our  funds  are  allocated  independently  of  any  of  our 
contributors.  The  charitable  contributions  of  pharmaceutical  companies  are 
unrestricted  in  their  use.  HGF's  Executive  Committee,  which  includes  no  drug 
company  employees,  determines  how  these  funds  are  allocated.  The  free  growth 
screenings  we  conduct  in  conjunction  with  participating  school  systems  can  help 
identify  more  than  200  serious  children's  diseases.  Written  guidelines  prohibit  the 
promotion  of  pharmaceutical  products  or  medical  services.  Parents  of  children  in  the 
bottom  5th  percentile  in  height  Eire  merely  notified  of  that  status  and  advised  to 
consult  their  doctor  if  they  are  concerned. 

We  hope  this  information  is  helpful  to  the  Subcommittee  in  evaluating  the 
relationships  between  drug  companies  and  non-profit  patient  support  groups.  We 
would  be  happy  to  answer  any  questions.  Thank  you  for  yoxir  consideration. 
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Human  >♦ 

S5ti2^      News   Release 


Contact:         Fran  Price  For  Immediate  Release 

703/883-1773 
800/451-6434 


FOUNDATION  ASSERTS  INDEPENDENCE 
AND  BENEFITS  OF  GROWTH  SCREENING 


WASHINGTON,  D.C.,  October  12  ~  The  Human  Growth  Foundation 
announced  today  that  it  objects  to  allegations  that  its  pharmaceutical 
contributors  have  undue  influence  over  its  growth  screening  programs. 

In  a  written  statement  submitted  to  the  House  Subcommittee  on 
Regulation,  Business  Opportunities  and  Technology,  the  Foundation  said 
that  it  provides  growth  screening  as  a  valuable  public  health  service  to  an 
under-served  and  often  overlooked  population. 

"We  want  to  help  identify  children  who  are  not  growing  normally  so 
that  potentially  serious  underlying  medical  conditions  can  be  accurately 
diagnosed  and  treated,"  said  Fran  Price,  HGF  Executive  Director. 

Price  rebuffed  allegations  of  impropriety  of  corporate  support  for  the 
Foundation's  health  screening  programs  as  "flat  out  wrong."  Price  pointed 
out  that  "HGF  is  a  multi-funded  Foundation  and  operates  independently  of 
its  contributors,  including  our  policies  regarding  height  screenings." 

HGF  was  not  invited  to  testify  before  the  House  Subcommittee,  but 
voluntarily  submitted  a  written  statement. 
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"It  is  unfortunate  that  the  deeds  of  a  parent  group  like  HGF  could  be 
confused  with  the  alleged  marketing  efforts  of  any  pharmaceutical  company. 
This  criticism  belittles  all  the  good  that  has  been  done  for  tens  of  thousands  of 
children,"  said  Price.  "Our  organization  was  formed  twenty  years  before 
recombinant  human  growth  hormone  was  even  available.  To  portray  parents 
involved  in  our  organization  as  pawns  of  the  pharmaceutical  industry  is  not 
only  inaccurate  but  insulting." 

HGF  was  founded  in  1965  by  five  families  with  children  with  severe 
growth  disorders,  and  Dr.  Robert  Blizzard,  the  first  Director  of  the  National 
Pituitary  Agency.  Today,  its  members  number  roughly  1,000  families  among 
its  42  chapters  nationwide.  HGF  funds  are  allocated  by  an  independent  Board 
of  Directors  and  officers,  none  of  whom  are  employed  by  the  pharmaceutical 
industry. 

HGF  distributes  educational  materials,  conducts  national  conferences, 
awards  research  grants,  operates  family  support  networks  and  advocates 
public  awareness  of  medical  growth  disorders.  HGF  also  sponsors  free  growth 
screenings  in  conjunction  with  school  systems. 

Regular  growth  screening  is  recommended  by  most  pediatricians  and 
many  medical  associations,  according  to  Price.   Besides  growth  hormone 
deficiency,  more  than  200  serious  children's  diseases  can  be  detected  through 
growth  screening. 
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HGF's  programs  train  school  officials  and  others  to  measure  and  plot 
growth  rates.  Price  explained.  Parents  of  children  in  the  lowest  five  percentile 
are  merely  advised  to  consult  their  doctor  if  they  are  concerned. 

"These  advisory  letters  are  informational  only,"  Price  said.   "They 
contain  no  drug  manufacturer's  name,  no  product  recommendations  and  no 
doctor's  name.  We  don;'t  even  know  the  names  of  the  children  to  whom 
these  letters  are  sent. 


### 
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Statement  of  The  Endocrine  Society 

Before  the  Subcommittee  on  Regulation,  Business  Opportunities  and  Technology 

Small  Business  Committee 

U.S.  House  of  Representatives 

presented  by 

Alan  D.  Rogol,  M.D.,  Ph.D. 

Professor  of  Pediatrics  &  Pharmacology 

Chief,  Division  of  Endocrinology 

University  of  Virginia  Health  Sciences  Center,  Charlottesville,  VA 


Mr.  Wyden  and  members  of  the  committee,  thank  you  for  the  opportunity  to  appear  before  this 
subcommittee.  I  am  appearing  today  on  behalf  of  The  Endocrine  Society,  an  organization  which 
represents  nearly  8,000  scientists  and  clinicians  who  specialize  in  the  research  and  treatment  of 
the  endocrine  system. 

Before  one  considers  treatment  of  growth  hormone  deficiency  with  human  growth  hormone,  it 
is  important  to  realize  that  the  diagnosis  of  this  condition  can  be  imprecise  and  ambiguous,  and 
unfortunately,  there  is  no  single  test,  nor  a  small  group  of  tests,  that  unequivocally  point  to  the 
diagnosis  of  growth  hormone  deficiency  except  in  its  most  blatant  form.  There  are  situations  in 
which  physicians  in  good  faith  may  disagree  about  the  nuances  of  the  diagnosis  especially  in 
those  children  who  are  partially  deficient.  There  are  patients  (especially  their  parents)  who  come 
to  pediatric  endocrine  evaluation  desiring  the  "growth  hormone"  for  their  child.  In  fact, 
reputable  pediatric  endocrinologists  often  spend  more  time  doing  the  equivalent  of  "talking  them 
out  or  administering  the  hormone.  In  my  personal  experience  in  an  active  pediatric  endocrine 
practice  occurs  more  than  once  per  month. 

You  have  asked  me  to  describe  the  kinds  of  problems  of  questionable  marketing  or  promotional 
practices  that  I,  or  my  colleagues,  have  encoimtered.  As  you  know  there  are  two  major 
companies  marketing  human  growth  hormone  in  the  United  States.  Representatives  of  both  visit 
me  approximately  every  other  month.  Not  only  have  I  not  been  subjected  to  questionable 
marketing  practices,  but  I  an  aware  of  the  responsible  control  of  the  distribution  of  the  hormone 
by  both  companies.   My  close  colleagues  report  similar  experiences. 

Growth  in  Children 

Final  (adult  or  "target"  height)  is  often  predicted  fiom  the  heights  of  the  biological  parents,  that 
is  the  target  height  represents  the  genetic  potential  based  on  mid-parental  stature.  Unfortunately, 
this  predicted  height  has  wide  variability.    These  predictions  are  for  NORMALLY  growing 
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children  and  on  average  such  children  attain  this  height  within  an  inch  or  two.  There  are  no 
data  of  which  we  are  aware  to  show  that  growth  hormone  therapy  can  affect  the  final  height  of 
these  normally  growing  children  who  will  reach  their  genetic  potential,  although  in  vastly 
excessive  quantities,  it  probably  can  be  expected  to  increase  adult  height.  Pediatric 
endocrinologists  do  not  treat  such  children  except  in  the  rarest  of  instances,  usually  in 
desperation  for  a  severely  psychologically  traumatized  child. 

On  the  other  hand,  short,  slowly  growing  children  (that  is,  those  who  are  NOT  growing  at  a 
normal  rate)  often  do  not  reach  this  target  height,  but  miss  2  or  3  inches,  although  they  may  be 
as  much  as  5  or  6  inches  below  the  target.  Can  growth  hormone  therapy  increase  the  adult 
height  in  such  children?  This  is  an  unanswered  scientific  question  that  requires  proper  clinical 
trials.  If  the  treated  subjects  reach  the  target  height  as  predicted,  but  the  untreated  group 
remains  below  that  target,  then  efficacy  of  therapy  is  shown,  despite  the  outcome  of  not  being 
above  the  genetically  based  target  height.  Thus,  exceeding  the  target  height  is  not  the  goal  of 
therapy,  but  just  reaching  it  is  a  legitimate  outcome. 

If  efficacy  is  determined,  proper  therapeutic  decisions  can  be  made  for  future  children  based  on 
data  gathered  from  these  snidies.  In  the  absence  of  conclusive  data,  one  can  justify  proper 
clinical  trials  for  treating  short,  otherwise  normal,  slowly  growing  children  with  growth 
hormone.  At  present,  this  is  not  the  usual  practice  among  pediatric  endocrinologists. 
Occasionally  desperation  by  parents  and/or  children  prompts  a  therapeutic  trial  to  increase  the 
growth  rate  even  if  adult  height  is  not  increased.  However,  I  would  again  remind  the 
subcommittee  that  diagnosing  growth  hormone  deficiency  can  be  very  difficult  at  this  time,  and 
that  physicians  in  good  faith  may  disagree  whether  a  particular  child  in  "growth  hormone 
deficient. " 

Proper  Use  of  Human  Growth  Hormone 

Human  growth  hormone  is  properly  prescribed  for  the  following  conditions:  Growth  hormone 
deficiency,  the  Turner  syndrome  and  chronic  renal  insufficiency.  All  of  the  conditions 
mentioned  are  characterized  by  inadequate  endogenous  growth  hormone  secretion  to  sustain  a 
normal  growth  velocity.  Girls  with  the  Turner  syndrome,  a  chromosomal  disorder  characterized 
in  part  by  severe  short  stature  (mean  adult  height  4'8")  presently  do  not  have  Food  and  Drug 
Agency  approval  for  growth  hormone  therapy.  This  situation  is  curious  given  the  well  described 
efficacy  of  the  hormone  in  promoting  accelerated  growth  velocity  as  well  as  greater  adult  height. 
It  is  approved  for  use  for  this  condition  in  more  than  25  western  countries.  We  are  calling  on 
the  FDA  to  make  growth  hormone  therapy  for  Turner's  Syndrome  patients  an  approved,  "on- 
label"  use.   The  scientific  literature  supports  it,  and  the  patients  need  it. 

Growth  hormone  therapy  is  also  indicated  in  severe  short  stature  with  inadequate  growth 
velocity,  despite  normal  biochemical  tests  for  growth  hormone  sufficiency.  This  is  in  the  reahn 
of  clinical  judgement  of  experienced  pediatric  endocrinologists.  The  final  "prooP  is  that  there 
is  marked  acceleration  of  growth  velocity  as  is  found  in  children  with  classical  growth  hormone 
deficiency  following  at  least  a  12  month  clinical  trial  of  growth  hormone  administration. 
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Cosmetic  Endocrinology 


This  is  a  catchy  phrase  which  engenders  much  emotion.  I  did  not  coin  this  term,  but  to  me  it 
means  using  this  hormone  solely  to  enhance  appearance  or  attempt  to  increase  growth  within  the 
normal  range.   I  consider  this  practice  unethical.   Several  examples  should  suffice: 

1)  attempts  to  enhance  growth  in  those  children  and  adolescents  who  are  within  the  normal 
range  of  growth  and  who  are  growing  normally. 

2)  attempt  to  enhance  endurance  of  strength  performance  in  analogy  with  the  banned  use  of 
anabolic-androgenic  steroids  to  enhance  athletic  performance. 

3)  to  alter  body  composition  to  enhance  performance  in  body  building  competitions. 

4)  to  alter  body  appearance  to  "look  good"  again  in  analogy  with  the  use  of  anabolic- 
androgenic  steroids. 

5)  to  promote  weight  loss. 


Marketing  Practices 

Risks  of  Therapy 

I  have  not  been  subjected  by  salespersons  from  either  company  that  produces  hiunan  growth 
hormone  to:  graft,  inappropriate  sales,  coercion,  seduction  or  collusion.  Possibly,  there  may 
be  instances  of  such  behavior  by  specific  individuals  responsible  for  marketing  that  could  be 
construed  as  immoral.  It  could  happen  in  the  flnest  of  institutions,  but  when  it  happens  to  a  few 
individuals  then  it  is  an  act  of  human  nature  rather  than  the  operating  procedure  of  institutions 
or  corporations.  The  overwhehning  number  of  physicians  should  not  be  stigmatized  or  have 
undue  restraints  placed  on  them  because  of  the  actions  of  a  few  physicians. 

I  have  no  personal  knowledge  of  instances  where  marketing  practices  can  be  interpreted  as 
inappropriate  sales,  coercion,  graft,  collusion  or  seduction.  I  firmly  believe  some  of  the  media 
accounts  alleging  this  kind  of  behavior  are  gross  misrepresentations. 

With  the  projected  changes  in  the  health  care  delivery  system  in  this  country  toward  the  managed 
care  maiicet  and  with  the  concerns  of  physicians  and  health  maintenance  organizations  with 
appropriate  use  of  medication  and  conservation  of  expense,  the  American  Academy  of  Pediatrics 
and  the  Lawson-Wilkins  Pediatric  Endocrine  Society  have  each  set  up  independently,  and  now 
cooperatively  and  joined  by  The  Endocrine  Society,  to  establbh  guidelines  for  prescription, 
dispensation  and  utilization  of  growth  hormone. 
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Physical  and  psychological  risks  are  possible  with  the  unbridled  promotion  and  administration 
of  growth  hormone  to  inappropriately  defmed  subjects.  In  the  usual  doses  prescribed  there  is 
little  likelihood  of  significant  physical  risk;  however,  there  is  greater  likelihood  of  psychological 
risk.  These  children  receive  the  liminal  and  subliminal  message  that  something  is  wrong  with 
them,  because  they  are  small  and  growing  slowly.  They  are  considered  inadequate  and  some 
kind  of  treatment  must  be  undertaken.  Most  often  these  children  represent  a  variant  of  normal 
growth  and  no  type  of  treatment  will  make  them  taller  adults.  The  danger  is  that  the  "treatment" 
didn't  work  and  that  they  have  failed  again,  but  in  this  instance,  mainly  because  of  unrealistic 
expectations  of  what  the  "growth  hormone"  would  do  for  them  in  addition  to  making  them  grow 
taller. 

Although  it  may  have  happened,  i  cannot  give  you  concrete  instances  of  loss  of  insurance  or 
medical  misadventure  involving  patients  or  their  parents  because  of  inappropriate  prescription 
of  growth  hormone. 

I  have  no  knowledge  of  the  effect  of  inappropriate  growth  hormone  therapy  on  the  affordability 
of  health  care  coverage  for  small  employers  or  on  public  programs  such  as  Medicaid,  probably 
because  such  instances  are  rare  as  the  vast  majority  of  pediatric  endocrinologists  do  not  mis- 
prescribe  growth  hormone. 


Non-Profit  foundations 

There  are  several  non-profit  foundations  that  support  growth  research  in  children  or  in  pre- 
clinical animal  studies.  I  have  found  them  to  be  objective,  scientific  and  usually  base  continued 
funding  upon  yearly  progress  reports  and  publication  of  results  in  the  peer-reviewed  literature. 

In  addition  several  have  supported  the  screening  of  growth  disorders,  either  be  defining  groups 
of  subjects  who  are  short  for  age  (short  stature)  or  who  are  growing  at  a  low  rate  (growth 
failure)  or  both.  Although  it  is  easy  to  fall  into  the  trap  that  these  programs  are  designed  to 
detect  patients  for  growth  hormone  therapy,  this  practice  is  good  medical  siureillance  in 
children,  just  as  cholesterol  screening  in  adults,  cervical  cancer  screening  in  women  and  thyroid 
and  vision  screening  in  children  are. 

Growth  Screening  Program 

Results  of  a  very  recent  program  in  Utah,  (more  than  100,000  children  screened  at  school) 
indicate  that  although  a  majority  of  the  children  have  conditions  that  are  variants  of  normal 
growth,  a  small  but  significant  percentage  have  remediable  causes  of  growth  failure,  which  is 
often  the  first  manifestation  of  serious  underlying  disease.  The  course  for  the  growth  failure  can 
then  be  evaluated  and  treated.  One  of  these  definable  conditions  is  growth  hormone  deficiency, 
and  16  children  with  the  entity  were  detected  in  this  screening  program.  Since  the  normal 
growth  of  a  child  is  the  single  best  indicator  of  "general  health"  most  growth  screening  programs 
are  proper,  efficacious,  and  are  a  cost  effective  mechanism  for  children  whose  underlying 
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pathological  condition  is  remediable.  Thus,  many  preventable  or  correctable  aberrations  of 
growth  in  children  go  undetected  completely,  or  at  least  for  long  periods,  because  of  our  present 
reliance  on  concerned  families  or  primary  care  givers  to  refer  short  patients  for  evaluation. 
Perhaps  further  primary  care  giver  education  about  growth  disorders  and  treatable  forms  of 
growth  failure  is  necessary.  Given  the  results  of  this  properly  conducted  study  in  Utah,  the 
incidence  of  objective  growth  hormone  deficiency  is  more  common  (1  in  3  to  5,000  children) 
than  previously  considered. 

A  second  smdy  in  which  families  with  concerns  about  their  children's  growth  were  invited  to 
have  their  children  evaluated  at  a  growth  clinic  also  revealed  a  number  of  children  with 
significant  growth  failure.  Although  many  of  the  children  had  variants  of  normal  growth  or 
undue  parental  concern  about  their  child's  growth,  a  number  were  found  to  have  remediable 
course  of  growth  failure.  This  is  not  screening,  but  growth  assessment  and  again  shows  what 
proper  medical  surveillance  of  children  and  their  growth  can  do;  that  is,  identify  children  for 
evaluation  and  to  prevent  difficulties  before  they  begin  or  at  least  ameliorate  some  of  the 
physical  and  emotional  dysfunction  of  significant  medical  illness  before  it  becomes  sever  and/or 
permanent. 


I  thank  the  committee  for  this  opportunity  to  testify  and  I  would  be  happy  to  answer  any 
questions. 

Alan  D.  Rogol,  M.D.,  Ph.D. 

(804)  924-5895  Fax  (804)  924-2940 
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Chairman  Wyden,  and  Members  of  the  Subcommittee: 

Thank  you  very  much  for  this  opportunity  to  discuss  the 
pressing  problem  of  health  care  fraud  generally  and  particularly  as 
it  relates  to  improper  and  unlawful  marketing  practices  plaguing 
the  pharmaceutical  and  other  industries. 

As  you  know,  health  care  fraud  imposes  an  enormous  cost  to  the 
health  care  system  and  to  our  nation's  economy  as  a  whole.  It 
presently  may  account  for  up  to  10  per  cent  of  all  health  care 
expenditures.  As  much  as  $100  billion  could  be  lost  annually  to 
this  fraud,  which  also  undermines  the  quality  of  health  care 
provided  to  patients.  At  times,  this  fraud  has  even  placed 
patients  at  serious  risk  of  physical  harm. 

DEPARTMENT  OF  JUSTICE'S  HEALTH  CARE  FRAUD  ENFORCEMENT  PROGRAM 

The  Attorney  General  has  made  health  care  fraud  her  number  two 
new  initiative,  after  violent  crime.  She  asked  me  to  coordinate 
the  Department's  health  care  fraud  enforcement  program.  I 
established  an  Executive  Level  Health  Care  Fraud  Policy  Group  in 
which  the  HHS  Inspector  General,  senior  members  of  the  FBI,  DOJ  and 
U.S.  Attorneys  identify  policy  priorities  and  coordinate  issues 
affecting  health  care  fraud  investigations  and  prosecutions.  For 
the  first  time,  there  are  criminal  and  civil  health  care  fraud 
coordinators  in  each  United  States  Attorney's  Office.  By  the  end 
of  the  year,  most  offices  will  be  sponsoring  health  care  fraud 
working  groups.  There  are  increased  numbers  of  FBI  agents 
investigating  health  care  fraud.  At  present,  the  FBI  is  expending 
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approximately  300  FBI  agents  workyears  handling  these  cases,  up 
from  163  FBI  agent  workyears  at  the  end  of  the  last  fiscal  year. 
The  FBI  anticipates  that  this  number  could  rise  to  450  by  the  end 
of  the  next  year.  As  of  June  1994,  FBI  had  1361  pending  health 
care  fraud  cases,  up  from  657  in  November  1992. 

The  numbers  of  health  care  fraud  investigations  and  cases 
handled  by  federal  prosecutors  consequently  also  has  risen 
dramatically  over  the  last  few  years.  The  Department  of  Justice 
had  1,041  criminal  health  care  fraud  matters  open  in  August  31, 
1994,  a  158  percent  increase  over  the  621  matters  pending  in  fiscal 
year  1993.  Eight  hundred  and  ninety-nine  civil  health  care  fraud 
matters  were  pending  as  of  August  31,  1994,  a  119  per  cent  increase 
over  the  411  pending  in  fiscal  year  1993.  The  numbers  of 
defendants  charged  and  convicted  similarly  increased:  224 
defendants  charged,  as  of  August  1994,  a  67  percent  increase  over 
the  157  charged  in  fiscal  year  1993.  The  number  of  defendants 
convicted  also  increased  during  this  time  period,  often  with  long 
sentences.  For  example,  recently,  two  men  who  had  perpetrated  a 
health  care  fraud  in  California  involving  millions  of  dollars  and 
1,400  insurance  companies,  each  were  sentenced  to  over  20  years 
imprisonment,  plus  restitution  and  forfeiture  orders. 

Further  sending  a  message  that  the  United  States  will  not 
countenance  health  care  fraud,  the  Department  of  Justice  also  has 
augmented  its  civil  prosecutions.  According  to  FBI,  health  care 
fraud  monetary  recoveries,  in  civil  and  criminal  cases,  including 
restitution,  fines  and  civil  settlements  exceed  $530  million  for 
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fiscal  year  1994.  That  number  does  not  include  forfeitures  or 
cases  investigated  by  agencies  other  than  the  FBI,  and  is  a 
significant  increase  from  the  $139.5  million  obtained  in  fiscal 
year  1993. 

KICKBACK  SCHEMES 

Current  cases  reflect  the  full  range  of  health  care  fraud 
schemes  and  health  care  providers.  The  Department  of  Justice  has 
pursued  fraudulent  billing  schemes,  including  those  involving  false 
billings  for  unnecessary  medical  services,  services  which  were 
never  rendered,  or  services  rendered  by  inappropriate  personnel. 
The  Department  also  has  pursued  providers  who  impermissibly  make 
referrals  to  benefit  themselves. 

This  Subcommittee  has  expressed  a  particular  interest  in 
unlawful  marketing  practices  such  as  kickbacks.  Kickbacks  are 
pernicious  activities  because  they  corrupt  the  medical  providers' 
decisionmaking,  often  replacing  profit  for  patient  welfare. 
Kickbacks  can  lead  to  grossly  inappropriate  medical  care,  including 
unnecessary  hospitalization,  surgery,  tests,  and  equipment.  The 
Department's  most  recent  and  largest  success  to  date  involved 
kickbacks  and  other  fraudulent  practices  which  led  to  unnecessary 
hospitalization.  National  Medical  Enterprises,  Inc.  ("NME") 
pleaded  guilty,  and  entered  into  a  civil  and  administrative 
settlement.  NME  paid  $379  million  in  criminal  fines,  civil  damages 
and  penalties  for  kickbacks  and  fraud  at  NME  psychiatric  and 
substance  abuse  hospitals  in  30  states.  This  included  a  payment  to 
several  states  of  a  total  of  $16.3  million  negotiated  between  NME 
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and  the  National  Association  of  Medicaid  Fraud  Control  Units,  which 
represents  most  of  the  states,  for  losses  to  the  state-funded 
portion  of  Medicaid  and  other  state  health  programs.  The 
administrative  settlement  includes  a  ground-breaking  corporate 
integrity  agreement  in  which  NME  has  agreed  to  the  implementation 
of  a  program  designed  to  insure  its  corporate  integrity  in  its 
relations  with  the  government,  and  its  quality  of  care. 
Investigations  and  prosecutions  of  the  individuals  responsible  for 
the  kickbacks  and  other  improper  practices  continue. 
PRESCRIPTION  MARKETING  SCHEMES 

As  this  Subcommittee  has  noted,  kickbacKs  and  other  improper 
marketing  schemes  also  plague  the  pharmaceutical  industry.  The  HHS 
Inspector  General's  Special  Fraud  Alert  regarding  Prescription  Drug 
Marketing  Schemes  issued  in  August  accurately  noted  that  many 
prescription  drug  marketing  activities  go  far  beyond  traditional 
advertising  and  educational  contacts,  and  physicians,  suppliers 
and,  increasingly,  patients  are  being  offered  valuable,  non-medical 
benefits  in  exchange  for  selecting  specific  drug  brands. 

Allowing  pharmaceutical  manufacturers  to  offer  incentives  for 
the  prescription  of  their  products  can  skew  physicians'  judgment  in 
breach  of  their  fiduciary  and  ethical  duties  to  their  patients. 
The  interest  of  the  patient  can  become  subservient  to  the 
physician's  financial  interest  and  more  effective  or  less  expensive 
drug  equivalents  are  overlooked  in  order  for  the  physicians  to 
qualify  for  the  incentives.  Patients  may  become  subject  to  more 
invasive  drug  administration  techniques  such  as  intravenous  therapy 
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when  alternative,  orally  administered  drug  were  available.  The 
deciding  factor  for  the  physician  can  become  which  drug  offered  the 
greatest  financial  incentive  not  the  patients'  well-being  and 
comfort . 

Any  drug  incentive  must  be  incorporated  in  the  cost  of  the 
pharmaceutical  and  passed  along  to  the  consumer.  The  more  valuable 
the  incentive,  the  greater  the  financial  strain  placed  on  the  drug 
recipient  and  the  health  care  system  in  general.  The  filing  of 
claims  for  reimbursement  for  services  which  were  referred  as  a 
result  of  kickbacks  is  illegal  and  can  subject  the  prescribing 
physician  and  the  drug  manufacturer  to  criminal,  civil,  and 
administrative  penalties  including  exclusion  from  the  Medicare  and 
Medicaid  programs. 

Alternative  means  of  product  promotion,  which  do  not  have  the 
adverse  consequences  associated  with  incentives,  are  available  to 
introduce  new  products  or  new  applications  for  existing  products 
such  as  free  samples  and  institutional  drug  studies.  Such 
promotion  methods  do  not  present  the  adverse  risks  of  effects  of 
incentive  marketing.  Clearly,  any  benefit  gained  by  allowing  the 
use  of  incentives  in  pharmaceutical  marketing  is  outweighed  by  the 
potential  adverse  consequences. 
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CRIMINAL  AND  CIVIL  ENFORCEMENT  OF  PRESCRIPTION  MARKETING  SCHEMES 
The  Department  of  Justice  recently  has  pursued  both  criminal 
and   civil   enforcement   to   combat   improper   marketing   of 
pharmaceuticals.   A  few  examples  follow: 

1 .  Caremark .  Inc . 

In  September,  a  federal  grand  jury  in  Minnesota  indicted 
Caremark,  Inc.,  a  company  which  provides  home  infusion  therapy  to 
patients,  in  connection  with  a  scheme  to  pay  kickbacks  to  a  doctor 
for  prescribing  a  growth  hormone  drug  and  for  referring  patients  to 
Caremark.  Also  charged  in  the  indictment  were  officials  of 
Caremark,  the  Vice  President  of  Genentech  (which  manufactures  the 
drug),  and  a  doctor.  The  indictment  alleges  that  kickbacks 
totalling  more  than  $1  million  were  paid  under  the  guise  of  paying 
the  doctor  for  various  consulting  agreements  and  research  grants. 
Since  this  indictment  is  pending,  consistent  with  Department  of 
Justice  guidelines,  I  cannot  discuss  this  case  beyond  matters  of 
piablic  record. 

2 .  Ayerst  Laboratories . 

Last  year,  the  Department  successfully  pursued  another  case 
involving  improper  marketing  of  pharmaceuticals,  in  this  case 
Ayerst  Laboratories'  "frequent-flier"  marketing  program  for 
physicians  who  marketed  the  drug  Inderal  LA. 

The  drug  Inderal  LA  is  intended  to  treat  hypertension,  angina, 
and  migraine  headaches.  In  1986,  Ayerst  enrolled  10,000  physicians 
in  its  "National  Compliance  Evaluation  Program"  to  study  trends  in 
the  prescription  of  Inderal  LA.   Ayerst  provided  each  physician 
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with  enough  Inderal  LA  for  eight  patients.  As  a  result  of  the 
Evaluation  Program,  Ayerst  learned  that  once  a  physician  initially 
prescribed  Inderal  LA  to  a  patient,  the  physician  would  continue  to 
prescribe  it  and  the  patient  would  continue  to  use  it. 

Armed  with  this  information,  Ayerst  developed  a  marketing 
strategy  for  1987.  Ayerst  enrolled  20,000  physicians  in  the 
"Patient  Profile  Program"  (PPP) .  This  marketing  program  awarded 
doctors  points  towards  airline  certificates  or  other  honoraria  each 
time  the  doctor  placed  a  new  patient  on  Inderal  LA  and  completed  a 
brief  survey  form.  Ayerst  provided  the  participating  physicians 
with  starter  bottles  of  fourteen  capsules  of  Inderal  LA  for  each 
new  patient,  preprinted  prescription  pads  and  questionnaires.  The 
questionnaire  contained  eight  items  to  be  completed:  (1)  the 
patient's  initials,  (2)  age,  (3)  sex,  (4)  race,  (5)  the  condition 
requiring  treatment,  (6)  medication  taken  prior  to  Inderal  LA,  (7) 
medication  taken  in  conjunction  with  Inderal  LA,  and  (8)  dosage  of 
Inderal  LA.  After  completing  a  questionnaire  for  each  new  patient 
placed  on  Inderal  LA,  the  physician  was  awarded  1,000  points. 
Physicians  could  exchange  points  for  travel,  medical  textbooks,  or 
medical  equipment.  For  example,  if  a  physician  submitted  fifty 
profiles,  he  or  she  would  earn  50,000  points  which  could  be 
exchanged  for  one  round-trip  ticket  between  any  two  American  cities 
in  the  continental  United  States. 

Ayerst  contacted  over  40,000  physicians  and  more  than  20,000 
of  those  physicians  voluntarily  enrolled  in  the  PPP.  Approximately 
5,000  physicians  accumulated  enough  points  to  receive  one  or  more 
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of  the  honorarium  offered  by  Ayerst .  Although  Ayerst  maintains 
that  the  PPP  was  a  research  effort  and  not  a  scheme  to  corrupt  the 
judgment  of  prescribing  physicians,  the  strategy  behind  the  PPP  was 
to  increase  Ayerst 's  market  share.  Inderal  LA  is  a  beta  blocker 
and  Ayerst  selected  physicians  for  the  study  who  were  among  the 
highest  volume  beta  blocker  prescribers  in  each  of  600  marketing 
territories. 

As  a  result  of  the  marketing  scheme  for  Inderal  LA,  the 
Department  of  Justice  alleged  that  Ayerst  knowingly  presented  or 
caused  to  be  presented  to  the  state  Medicaid  agencies  false  and/or 
fraudulent  claims  for  payment  in  violation  of  the  False  Claims  Act, 
31  U.S.C.  3729(a)(1).  The  claims  for  Medicaid  reimbursement 
submitted  to  the  state  agencies  by  pharmacies  were  false  or 
fraudulent  because  their  presentment  was  corrupted  by  the  offer  and 
payment  of  bribes  to  doctors  who  participated  in  the  PPP. 

On  July  29,  1993,  the  United  States  and  Ayerst  Laboratories 
entered  into  a  civil  settlement  agreement  in  which  Ayerst  admitted 
that,  as  a  result  of  the  Patient  Profile  Program,  claims  for 
Inderal  LA  may  have  been  submitted  to  the  Title  XIX  (Medicaid) 
programs  of  the  various  states.  Ayerst  Laboratories  paid  $830,000 
to  settle  the  civil  claims. 

3  .   The  Hoffmann -LaRoche  "research  grant" 

In  1992,  the  Office  of  Investigation,  Department  of  Health  and 
Human  Services  (HHS) ,  opened  an  investigation  into  Hof fmann- 
LaRoche's  marketing  program  for  Rocephin.  Rocephin  is  a  variant  of 
synthetic  penicillin.   Its  main  advantage  over  other  synthetic 
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forms   of  penicillin   is  that   it   can  be  taken  once   a  day 
intravenously,  rather  than  the  standard  two  to  three  times  a  day. 

To  increase  sales  of  the  drug  Rocephin,  from  January  1987 
through  January  1991,  Hoffmann- LaRoche  enrolled  approximately  800 
physicians  or  hospitals  in  its  "Grant-In-Aid  Program."  Hoffmann- 
LaRoche  promised  each  physician  an  initial  payment  for  prescribing 
Rocephin  and  performing  a  clinical  study  using  Rocephin  and  a 
second  payment  for  providing  the  results  of  the  clinical  study  to 
Hoffmann-LaRoche.  During  the  time  that  this  marketing  program  was 
in  place,  Hoffmann-LaRoche  paid  $1,093,000  in  total  grants  to  the 
800  physicians,  hospitals  or  health  care  providers  in  the  program. 

The  clinical  studies  performed  by  the  physicians  participating 
in  the  Grant-In-Aid  Program  varied  widely  in  quality.  Some 
physicians  performed  legitimate  clinical  studies.  Others  performed 
clinical  studies  of  dubious  scientific  validity.  Certain 
physicians  provided  no  meaningful  scientific  data  to  Hoffmann- 
LaRoche  . 

The  Department  of  Justice  contended  that  the  claims  for 
Medicaid  reimbursement  submitted  to  the  state  agencies  by 
pharmacies  were  false  or  fraudulent  because  their  presentment  was 
corrupted  by  the  offer  and  payment  of  bribes  to  doctors  who 
participated  in  the  Grant-In-Aid  Program.  On  September  2,  1994, 
the  United  States  and  Hoffmann-LaRoche  entered  into  a  civil 
settlement,  whereby  Hoffmann-LaRoche  paid  $450,000  to  resolve  civil 
claims  under  the  False  Claims  Act  and  related  statutes. 
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NEEDED  STATUTORY  IMPROVEMENTS  TO  COMBATTING  KICKBACKS 

Although  the  government  has  successfully  prosecuted  several 
criminal  and  civil  cases  involving  kickbacks,  additional  steps  can 
be  taken  the  strengthen  the  ability  of  the  government  to  combat 
this  problem.  The  Medicare  Anti-Kickback  Act,  42  U.S.C.  1320a- 
7b,  is  presently  the  only  statute  which  specifically  targets 
kickbacks  in  the  provision  of  medical  services,  equipment  and 
treatment.  It  provides  a  criminal  prohibition  against  paying 
remuneration  in  connection  with  Medicare  and  Medicaid  business. 
The  statute  was  designed  to  curb  the  overutilization,  patient 
exploitation,  and  ant i -competitive  effects  of  kickbacks,  but  it 
fails  to  provide  prosecutors  with  certain  tools. 

First,  with  respect  to  criminal  prosecutions,  it  targets  only 
kickbacks  associated  with  drugs  and  other  services  paid  for  by  the 
Medicare  or  Medicaid  programs.  However,  the  potential  harm  caused 
by  kickbacks  also  extends  to  health  care  paid  for  by  other  payers 
as  well.  Obviously,  a  kickback  paid  in  connection  with  business 
paid  for  by  a  private  health  plan  or  non-Medicare  government  plan 
is  just  as  corrupting  as  a  kickback  paid  for  by  the  Medicare 
program.  While  there  are  other  criminal  statutes  which  can  be  used 
to  prosecute  these  kickbacks,  the  absence  of  a  broader  anti- 
kickback  statute  causes  confusion  and  results  in  unnecessary 
litigation  and  allows  unscrupulous  providers  the  opportunity  to 
exploit  what  they  claim  are  loopholes  in  the  law.  We  hope  that 
Congress  will  clarify  that  kickbacks  are  prohibited  in  connection 
with  medical  care  paid  for  by  any  health  plan. 
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Second,  improvements  of  the  kickback  sanctions  could  also  be 
made  with  respect  to  civil  sanctions.  The  Medicare  Anti-Kickback 
Act,  42  U.S.C.  1320a-7b,  does  not  specifically  include  a  civil 
remedy.  The  amendment  of  the  statute  to  include  a  civil  remedy  of 
multiple  damages  and  penalties  based  on  the  amount  of  the  kickback 
in  Medicare  and  Medicaid  cases  (as  well  as  the  enactment  of  a 
similar  provision  for  the  many  other  health  care  programs  funded  by 
the  U.S.  government)  would  facilitate  our  enforcement  efforts  by 
ensuring  that  there  is  a  directly  applicable  civil  remedy  for  this 
type  of  conduct . 

Mr.  Chairman,  this  concludes  my  prepared  remarks.  I  will  be 
pleased  to  answer  any  questions  that  you  or  the  other  Members  may 
wish  to  ask. 
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Written  Testimony 

for 

United  States  House  of  Representatives 

Committee  on  Small  Business 

8ub  Committee  on  Regulation. 

Business  Opportunities  and  Technology 

'  by 

John  P.  Towie 

I  heve  b«en  asked  to  relay  Bn  exp«ri«r>ce  that  my  family  had  on  June  6,  1002.  The  experience  to 
be  discussed  reletes  to  the  treatment  of  Brodie  P.  TowIe  with  growth  hormone.  I  have  been 
eaked  to  address  several  of  your  questions  and  will  follow  the  guideline  set  In  your  letter  of 
6eptembM-21,  1092. 

o    Please  describe  the  kinds  of  techniques  you  and  your  wife  encountered  to  put  your  son 
on  growth  hormone.  You  may  give  examples  of  the  specific  eppeals  that  were  made. 

*  Prior  to  our  visit  to  the  Pediatric  Endocrinologist  (PE)  we  had  a  discussion  with  our 
pediatrician  In  which  he  Indicated  that  we  should  consult  a  PE  because  in  his  opinion 
Brodie  may  require  special  treatment.  We  told  him  that  we  did  not  feel  concerned  about 
Brodie's  growth  and  we  wtt  quite  happy  with  it.  He  Indicated  that  One  of  the  reasons 
that  w«  consider  the  treatment  was  that  there  were  psychological  considerations  »r)d 
being  the  shortest  child  in  the  dass  could  be  vary  stressful. 

After  aome  research,  conversatiorts  with  a  trusted  family  doctor  and  checking  out  the  PE 
we  set  up  an  appointment  and  were  willing  to  listen  with  an  open  mind. 

Durir>o  our  visitation  with  the  PE  we  proceeded  through  several  questions  about  family 
history  emJ  talked  about  the  treetmenl    During  our  visitation  we  Informed  the  PE  that  we 
weren't  in  favor  of  the  treatn^ent  but  were  willing  !o  maintain  an  open  mind.   During  the 
visitation  the  PE  made  several  comments  to  us  that  concerned  us  about  the  direction  that 
vre  may  be  heading.  On  of  the  comments  that  was  nude  to  us  was...  what  were  going  to 
teH  our  son  wtwn  he  was  16,  only  $'  6*  when  he  could  have  been  5  10"  and  he  a»k*  ue 
why  we  didn't  allow  Nm  to  be  placed  on  growth  honnone.  Our  answer  was  that  he  will  be 
toW  that  he  Is  lucky  to  be  healthy  and  alive.  We  asked  the  PE  If  he  could  guarantee  that 
Brodie  would  be  5'  10*  efter  hormone  treatment  and  he  indicated  nq  he  could  not. 

The  PE  also  atarled  appealing  to  the  psychological  problems  that  Brodie  could  have 
because  he  Is  the  smellest  child  In  the  dass.  We  told  him  that  Brodia  didn't  currently 
have  any  problems  being  Vha  shortest  In  the  eless.  Brodie  did  however  begin  to  wonder  if 
shortness  was  a  problem  end  we  had  to  spend  time  with  over  the  last  several  years 
reassuring  him  that  his  experiertce  with  the  doctors  was  nothing  to  worry  about.  Along 
wHh  the  conversation  It  w*a  recommended  by  the  PE  that  Brodie  improve  his  self  esteem 
by  participating  in  activHIes  that  profiled  short  people.  In  both  instances  I  never  quHe 
understood  wtry  the  PE  felt  that  he  was  qualified  to  malte  those  statements.  He  was 
neither  a  psychiatrist  nor  psychologist,  his  expertise  was  endocrinology 

We  were  also  given  a  book  on  growth  hormone  written  by  Dr.  Urvjerwood  and  produced 
by  Genatech. 

o     Please  describe  your  sKeptldsm  about  the  recommendation  to  use  human  growth 
hormone. 

•  Because  I  never  believed  that  my  son  had  a  growth  problem  I  was  never  concerned 
•bout  his  growth  rate  or  potential  height  Short  stature  in  my  opinion  is  not  a  life 
thraatening  disease.  The  PE  never  stated  that  he  was  going  to  recommend  that  Brodie 
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b*  placed  on  growvth  hormon*  nor  did  h«  puth  on*  company  ovar  Iha  othar.  What  wa 
parcalvad  waa  that  wa  wara  to  continua  down  a  path  whara  tha  and  rasult  would  ba  tha 
traatmant.  Wa  wara  not  willinQ  to  aubjact  our  ton  to  axtansiva  tasting  whan  no  problam 
(In  our  mind)  axlslad.  If  wa  wara  to  continua  and  avan  if  wa  didn't  and  up  in  traatmant 
wa  would  have  apent  $  2,$00  to  discovar  that  all  wa  really  naadad  to  do  wa»  continua 
observations. 

o    Were  you  m^»r  auspidoua  that  the  recommendation  may  have  bean  made  with  an  ulterior 
mo«va? 

*  No  outward  indication*  ware  visible. 

o     Do  you  believe  that  your  akeptldtm  was  treated  objectively? 

*  No.  I  do  not  believe  that  we  were  talcen  seriously.  I  felt  that  the  PE  felt  lilce  we  would  end 
up  following  his  advice.  This  attitude  seemed  to  be  re-enforcod  by  the  letter  we  received 
recommending    further  testing.  We  had  told  tha  PE  that  before  we  continued  with  any 
mora  testing  we  wanted  to  sit  down  with  him  and  review  the  results  and  discuss  all 
aspects  of  the  treatment,  both  positive  and  negative.  He  indicated  that  he  would  call  us 
and  we  would  sit  down  and  discuss  the  results  and  next  steps.  All  \f^  got  was  a  one 
paragraph  tatter. 

o     Were  your  questions  regarding  the  risks  and  likely  benefits  answered  to  your  satisfaction? 
Were  your  questions  taken  seriously  or  dismissed  in  favor  of  attempts  to  persuade  or 
•van  deceive  you? 

*  First  of  all  I  do  not  believe  that  the  PE  tried  to  deceive  us.  I  believe  that  he  was  in  favor 
of  the  treatment,  but  in  my  opinion  he  didn't  persuade  me  that  he  was  interested  in  what 
was  best  for  Brodie  None  of  the  potential  negatives  of  the  growth  hormone  therapy  were 
presented  to  us.  Based  up  on  our  own  advance  preparation  ,  near  (he  end  of  the 
visitation  I  asked  to  discuss  the  negative  sspects  of  growth  hormone  treatment  like  the 
possibility  of  Nausea,  Leukemia,  Convulsions  and  Pain.  I  really  didn't  feel  that  the  matter 
waa  traated  aa  seriously  as  I  thought  it  should  have  been.   Both  my  wife  and  I  are 
educated  and  bitelligent  people.  We  ere  not  experts  in  medicine  nor  do  we  pretend  to  be. 
It  was  only  because  we  were  not  experts  and  vra  were  trying  to  do  «4/hat  was  best  for  our 
Child  that  we  went  forward  wHh  our  visH  to  the  PE.  I  have  always  bslieved  that  the  one 
person  that  you  can  trust  is  your  doctor  and  this  incident  taught  me  that  I  now  need  to  be 
careful. 

o     Please  describe  the  effect  on  you,  your  wife,  your  son  or  other  children  of  having  your 
aon's  growth  pattern  treated  as  a  serious  medical  treatment? 

*  My  wife  and  I  were  both  amazed  and  outraged  at  the  idea  that  "ShQrt  Stature"  was  a 
disease.  My  son  for  the  first  time  had  some  concerns  and  we  spent  the  last  several  years 
addressing  his  questions  and  concerns.  This  experience  was  one  <hat  we  didnt  need  to 
have. 
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o     Wh«t  tests  w«r«  run  to  determine  whether  your  son  hsd  any  biological  problems?  Whet 
were  the  results  of  these  teats  and  how  were  the  results  explained  tjo  you? 

*     Basicaliy  three  tests  were  performed. 

1)  Bone  Age:      An  X-ray  examination  was  taken  and  the  PE  ttated  that  Brodie 

exhibited  delayed  growth.  Even  though  he  was  9  3/12  years  old 
his  bone  age  was  8  years.  He  discussed  this  result  at  the 
visHfition. 

2)  Urine  and  Blood:  If  •  child  is  having  growth  related  problems  there  could  be 

physiological  and  biological  problems.  These  were  stated  to  be 
normal  In  his  letter. 

3)  IGF  1  Level:     An  Indicator  of  response  to  growth  hormone.  This  topic  was 

discussed  in  the  letter. 

Basically  the  results  were  sent  to  us  In  a  letter  even  though  we  had  requested  at  the  close  of 
visitation  that  we  follow  up  with  a  ene-on-one  discussion. 

Bottom  line  Is  that  we  didnt  believe  that  1)  Brodie  had  a  growth  problem  and  2)  the  doctors  were 
ccncemed  with  what  was  best  for  Brodie. 


^ 


(juu_    p.      lou^iU- 
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Summary 

Genentech  is  a  biotechnology  company  that  manufactures  and  markets 
innovative  phamnaceutical  products  for  significant  medical  needs.  Ten  biotechnology 
products  have  resulted  from  Genentech  science,  five  of  which  Genentech  markets, 
including  Protropin*  human  growth  hormone  (hGH)  for  the  treatment  of  growth  hormone 
deficiency  (GHD)  in  children.  Genentech  has  always  made  all  its  products  available 
free  to  qualified,  uninsured  patients  who  need  but  cannot  afford  them. 

Before  Protropin  was  introduced  in  1985,  the  only  product  on  the  market  for 
GHD,  a  pituitary-derived  hGH,  was  in  very  short  supply  and  therefore  not  available  to 
all  patients  who  needed  it.  Earlier  in  the  same  year  Protropin  was  introduced,  the 
pituitary-derived  product  was  discovered  to  be  associated  with  a  rare,  lethal  condition 
(one  recombinant  hGH  is  not  associated  with)  and  was  removed  from  the  market. 
Genentech  introduced  Protropin  in  1985  at  a  price  significantly  lower  than  the 
commercially  available  pituitary  derived  version  and  has  never  raised  the  price. 

At  the  request  of  the  FDA  to  conduct  post-marketing  surveillance,  when 
Protropin  was  introduced  Genentech  launched  a  comprehensive  clinical  research 
program,  called  the  National  Cooperative  Growth  Study  (NCGS),  to  evaluate  safety  and 
usage  of  the  product.  This  has  become  a  valuable  source  of  information  on  long-term 
safety  and  usage  for  pediatric  endocrinologists  and  for  the  FDA. 

Consistent  with  sound  public  health  policy,  Genentech  has  supported,  both 
directly  and  indirectly,  the  use  of  health  screenings  to  assist  in  the  identification  of 
unidentified  diseases  or  medical  conditions.  Health  screenings  that  include  height 
monitoring  are  widely  recognized  as  an  important  means  of  detecting  a  variety  of 
unidentified  medical  problems  so  they  can  be  treated,  and  in  several  states  such 
screenings  are  mandated,  in  an  era  of  constrained  public  funds,  private  support  of 
health  screenings  is  an  important  public  service. 

To  assist  health  professionals  conducting  research  on  grovirth  and  development 
disorders  and  related  work,  as  part  of  an  evolving  program,  in  late  1993,  Genentech 
established  a  separate  nonprofit  foundation  called  the  Genentech  Foundation  for 
Growth  and  Development  to  make  grants  for  this  purpose  on  a  blinded  basis. 

Through  a  tightly  controlled  distribution  system,  Genentech  has  also  ensured 
that  its  hGH  products  are  available  only  to  patients  who  medically  need  them. 
Additional  barriers  to  access  also  help  prevent  abuse  of  hGH. 

In  good  faith,  Genentech  undertook  all  these  efforts  in  response  to  the  needs 
aeated  by  the  launch  of  Protropin  and  in  the  interest  of  benefiting  the  public  health. 
Despite  its  strong  conviction  in  the  benefits  of  height  screenings,  in  view  of  criticisms  by 
this  committee  and  certain  others,  Genentech  has  decided  to  suspend  its  support  of 
screenings  pending  the  results  of  a  study  by  the  Institute  of  Medicine  to  evaluate  the 
potential  benefits  of  health  screenings  and  to  assist  in  setting  standards  private  sector 
involvement  with  voluntary  health  agencies. 
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Introduction 

Founded  in  1976,  Genentech  launched  the  field  of  biotechnology  by  applying 
basic  research  on  the  genetic  structure  of  cells  to  produce  large  quantities  of  protein 
molecules  with  potential  therapeutic  action  against  specific  diseases. 

Genentech  created  the  first  biotechnology  product,  recombinant  human  insulin, 
licensed  to  Eli  Lilly  and  Company,  in  1982.  in  1986,  Genentech  brought  its  first  product 
to  market  —  Protropin*  (somatrem  for  injection),  a  recombinant  human  growth  hormone, 
for  treating  growth  hormone  deficiency  in  children.  By  the  end  of  1993,  Genentech 
science  had  led  to  ten  marketed  biotechnology  products,  which  averages  to  nearly  one 
new  product  a  year  since  1962.  We  market  five  of  these  ourselves.  Besides  Protropin, 
Nutropin"  (somatropin  for  injection)  human  growth  hormone  also  is  approved  for 
treating  children  with  growth  hormone  deficiency  and  is  approved  for  treating  growth 
failure  resulting  from  chronic  renal  insufficiency  prior  to  transplantation.  Activase* 
(Alteplase,  recombinant)  t-PA,  a  blood  clot  dissolver,  swiftly  restores  blood  flow  in 
victims  of  heart  attack  or  acute  pulmonary  embolism,  thereby  saving  lives  and 
preventing  lasting  heart  or  lung  damage.  Actimmune*  (interferon  gamma-1b)  is 
approved  to  reduce  infection  in  children  with  a  very  rare  inherited  immune  disorder, 
chronic  granulomatous  disease.  Our  newest  drug,  Pulmozyme*  (domase  alfa),  is  the 
first  new  therapy  in  30  years  for  the  management  of  cystic  fibrosis.  When  we 
introduced  Protropin  in  1 985,  Genentech  set  up  a  program  to  make  the  product 
available  free  to  needy  patients.  Such  programs  are  available  for  all  Genentech 
products. 

With  an  emphasis  on  scientific  excellence,  Genentech  continues  its  extensive 
efforts  in  research  and  development  of  innovative  pharmaceutical  products  for 
significant,  unmet  medical  needs.  Genentech's  scientific  papers  have  repeatedly  been 
demonstrated  as  having  greater  impact,  as  measured  by  citation  rate,  than  papers  from 
any  other  biotechnology  or  pharmaceutical  company.  Our  strength  in  discovery 
research  enables  us  to  continue  to  bring  promising  new  products  into  clinical 
development.  The  many  products  in  our  development  pipeline  target  a  variety  of 
diseases,  including  chronic  pulmonary  disorders,  allergies  and  asthma,  cancers  and 
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various  side  effects  of  cancer  treatment,  and  diabetes.  Our  strength  in  clinical  research 
and  manufacturing  enables  us  to  proceed  through  clinical  trials  quickly,  and  to  supply 
adequate  product  once  a  pharmaceutical  reaches  the  market. 

This  statement  will  give  some  background  on  human  growth  hormone  (hGH)  and 
growth  hormone  deficiency  (GHD)  before  we  introduced  our  recombinant  hGH  product 
in  1985.  And  then  it  will  describe  for  you  in  detail  Genentech's  efforts  in  working  with 
the  medical  community  to  fill  the  needs  that  resulted  from  the  introduction  of  Protropin. 

Human  Growth  Hormone  Before  1985 

In  the  early  1960s,  pediatric  endocrinologists  began  treating  children  with  GHD. 
These  pioneers  faced  enormous  difficulties.  The  diagnostic  methods  available  to 
identify  GHD  were  cumbersome,  inefficient,  nonspecific,  and  therefore,  frequently 
inadequate.  Moreover,  the  only  hGH  available  for  use  was  derived  from  pituitary 
glands  of  human  cadavers.  The  result  of  the  small  supply  of  these  glands  and  the 
inefficient  extraction  process  was  an  impure  product  in  very  limited  quantities. 

Because  of  the  inadequate  supply  of  pituitary-derived  hGH,  the  ability  of 
pediatric  endocrinologists  to  appropriately  treat  growth  hormone  deficient  children  was 
constrained.  In  some  instances,  the  therapy  was  rationed.  For  example,  a  patient 
might  receive  hGH  therapy  only  two  out  of  every  three  months  at  a  reduced  dosage.' 

The  number  of  endocrinologists  prescribing  hGH  was  small  (probably  less  than 
50  in  the  1960s).  They  could  only  obtain  hGH  for  their  patients  by  applying  under  a 
research  protocol  to  the  National  Hormone  and  Pituitary  Program  (NHHP)  at  the 
National  Institutes  of  Health  (NIH).  By  1985,  this  program  was  providing  cadaver- 
derived  growth  hormone  free  to  approximately  2,400  children.  In  addition,  at  least  two 
commercial  entities  provided  pituitary-derived  hGH  to  another  600  to  1000  children, 
charging  them  for  the  product.  Thus,  by  1985,  about  3,000  children  were  being  treated 
with  the  limited  supply  of  pituitary-derived  hGH,  but  the  actual  number  of  children  who 
required  the  treatment  was  greater. 
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RECOMBINANT  HUMAN  GROWTH  HORMONE 

Genentech  began  its  research  on  hGH  in  1979  and  was  the  first  company  to 
successfully  produce  a  recombinant  version  of  the  drug'.  The  company's  scientists 
published  numerous  papers  and  the  product's  development  was  widely  covered  in  the 

press. 

In  mid-1985,  the  pituitary-derived  hGH  was  discovered  to  be  associated  with 
Creutzfeldt-Jakob  disease,  a  rare  and  lethal  viral  infection.  As  a  result  of  this  finding, 
both  the  commercial  suppliers  of  the  NIH  ceased  distribution  of  the  pituitary-derived 
product.  After  the  pituitary-derived  product  was  withdrawn  from  the  market,  Genentech 
—  based  on  discussions  with  the  Food  and  Drug  Administration  (FDA)  and  the 
Department  of  Health  and  Human  Services  —  began  supplying  for  free  on  a 
compassionate  basis  its  safer,  recombinant  hGH  known  under  the  brand  name 
Protropin.  In  October  of  that  same  year,  the  FDA  approved  Protropin  for  marketing. 
The  approval  and  marketing  of  this  therapy  marked  a  breakthrough  for  the 
biotechnology  industry  because  this  was  the  first  presaiption  drug  ever  developed  and 
sold  by  a  biotechnology  company. 

Protropin  is  approved  for  the  "long  term  treatment  of  children  who  have  growth 
failure  due  to  a  lack  of  endogenous  human  growth  hormone  secretion."  its  label  does 
not  specify  a  particular  test  for  determining  what  constitutes  "a  lack  of  endogenous 
growth  hormone  secretion"  or  define  "short  stature."  It  does  specify  that  other 
etiologies  of  short  stature  are  excluded  from  the  approved  indication.  Genentech 
introduced  the  drug  at  a  reasonable  price,  25  percent  less  (on  a  per  unit  basis)  than  the 
pituitary-derived  hGH  product  it  replaced.  Since  that  time,  the  price  has  not  increased. 
When  inflation  over  the  nine  year  period  since  approval  is  considered,  the  relative  cost 
of  Protropin  has  declined  substantially. 

Although  Genentech  was  a  very  small  company  with  almost  no  profits  in  1985, 
we  took  steps  to  assure  that  our  product  was  available  to  all  patients  who  needed  it, 
giving  uninsured,  needy  patients  full  access  to  this  dmg.  Under  this  program,  about 
10%  of  all  children  on  hGH  receive  it  free.  To  date,  Genentech  has  provided  more  than 
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$130  million  of  hGH  for  free.  The  National  Commission  on  Orphan  Diseases 
commended  this  effort  and  encouraged  other  companies  to  follow  our  example.  Our 
uninsured  patient  program  represents  a  long-standing,  voluntary  commitment  to  the 
well-t)eing  of  all  patients.  All  of  Genentech's  marketed  products  are  included  in  this 
program. 

in  October,  1993,  Genentech  received  approval  for  Nutropin,  another  form  of 
recombinant  hGH.  That  approval  was  for  the  "treatment  of  children  who  have  growth 
failure  associated  with  chronic  renal  insufficiency  up  to  the  time  of  renal 
transplantation."  Most  of  the  children  suffering  from  short  stature  due  to  chronic  renal 
insufficiency  exhibit  normal  or  near-normal  levels  of  endogenous  hGH,  yet,  because  of 
their  medical  condition,  respond  to  hGH  therapy  with  increased  growth.  In  March, 
1994,  Nutropin  was  also  approved  for  the  'long  term  treatment  of  children  who  have 
growth  failure  due  to  a  lack  of  endogenous  growth  hormone  secretion." 

Long-Term  Tracking:  National  Cooperative  Growth  Study 

In  its  letter  approving  the  marketing  of  Protropin,  the  FDA  required  Genentech  to 
conduct  a  post-marketing  surveillance  study.  This  requirement  was  motivated,  in  part, 
by  the  then-recent  withdrawal  from  the  market,  for  safety  concerns,  of  the  pituitary- 
derived  hGH  product.  Genentech  responded  to  the  FDA  requirement  by  initiating  a 
Phase  IV  study  known  as  The  National  Cooperative  Growth  Study  (NCGS)  with  the 
objective  of  tracking  long-term  safety  and  efficacy  of  Protropin.  Because  of  its  value  to 
pediatric  endoainologists  and  the  FDA,  the  program  has  continued.  Its  protocol  was 
revised  in  1994  to  include  Nutropin. 

Physicians  enroll  patients  in  NCGS  and  regularly  monitor  them,  sometimes 
beyond  the  discontinuation  of  therapy,  to  determine  the  response  to  growth  hormone 
therapy  and  long-term  safety.  Physicians  and  nurses  participating  in  NCGS  complete 
extensive  forms,  which  record  clinical  observations  for  each  patient  followed  in  the 
study.  They  submit  this  data  to  the  NCGS  database.  The  NCGS  has  become  the  main 
resource  for  tracking  the  long-term  safety  and  efficacy  of  Protropin. 
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The  study  has  enrolled  more  than  20.000  patients  since  1 985;  about  1 0,000  are 
currently  being  tracked. 

Approximately  600  physicians  at  more  than  400  institutions  from  the  U.S.  and 
Canada  participate  in  NCGS. 

This  valuable  database  provides  clinicians  v/ith  information  regarding  the  usage 
of  hGH,  and  a  better  understanding  of  the  long-term  safety  and  efficacy  of 
recombinant  hGH. 

New  substudies  have  been  added  over  the  years  to  answer  other  important 
clinical  and  scientific  questions  about  optimal  diagnosis  and  treatment.  Data 
from  the  NCGS  have  been  published  in  pediatric  medical  journals  and  presented 
at  numerous  medical  and  scientific  meetings. 

NCGS  investigators  can  access  NCGS  data  on  an  as-needed  basis  to  answer 
individual  questions  about  safe  and  effective  treatment  with  growth  hormone; 
approximately  2,000  requests  have  been  filled  since  the  study  began. 

The  FDA  has  made  a  number  of  requests  for  NCGS  data  to  monitor  and  confirm 
the  long-term  safety  and  efficacy  of  hGH.  FDA  has  indicated  that  this  database 
has  been  useful  and  informative.  FDA  recently  published  NCGS-generated 
information  concerning  previously  unknovm  reactions  to  the  drug. 

Height  Screenings 

Consistent  with  sound  public  health  policy,  Genentech  has  supported,  both 
directly  and  indirectly,  the  use  of  health  screenings  to  assist  in  the  identification  of 
unidentified  diseases  or  medical  conditions. 

Height  saeenings  in  a  school  frequently  identify  growth  failure  in  children.  Many 
schools  conduct  such  activities.  In  fact,  seven  states  require  health  saeenings  that 
include  height  monitoring  (including  California,  Connecticut,  Florida,  Minnesota,  New 
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Hampshire,  and  Pennsylvania)'.  The  public  health  benefits  from  such  screenings  are 
demonstrable.  Children  who  are  identified  as  having  a  medically  related  growth 
problem  can  be  treated  as  a  result  of  such  programs. 

Among  those  states  that  do  not  conduct  health  saeening,  the  primary  reason 
appears  to  be  expense.  This  leaves  the  responsibility  for  much  of  this  important  public 
health  area  to  voluntary  health  agencies  and  the  private  sector.  Many  companies 
support  public  health  education  or  health  screenings. 

Monitoring  a  child's  height  and  weight  is  important  because  these  are  often  the 
first  indicators  of  more  than  200  different  underlying  medical  problems  —  not  just 
growth  disorders  —  such  as  hypothyroidism,  malnutrition,  diabetes,  Crohn's  disease 
and  brain  tumors.  A  recent  study  reported  in  the  medical  journal.  Clinical  Pediatrics, 
concluded  that  monitoring  a  child's  growth  "can  identify  potential  problems,  including 
those  which  may  be  life-threatening,  and  lead  to  appropriate  referrals  for  accurate 
diagnosis  and  proper  treatment."* 

In  general,  the  most  common  practice  for  a  health  screening  is  for  a  local 
institution  to  publicly  announce  that  it  will  conduct  such  a  screening.  In  turn,  children 
and  their  parents  show  up  and  a  nurse  or  physician  measures  and  evaluates  the 
children.  Children  whose  height  is  significantly  lower  than  would  otherwise  be 
expected  are  usually  referred  to  a  treating  physician  for  follow-up.  Generally,  in  the 
case  of  hospitals  or  clinics,  the  referrals  are  made  to  the  sponsoring  institution;  in  the 
case  of  schools,  referrals  are  made  to  parents  with  advice  to  consult  the  child's 
pediatrician  or  a  pediatric  endocrinologist. 

In  its  support  for  health  screenings  and  height  monitoring,  Genentech  has 
developed  some  tools  to  assist  parties  engaged  in  such  screenings.  Genentech  has 
produced  or  disseminated  materials  to  nurses  and  others  to  assist  in  the  proper  method 
to  measure  height  and/or  to  assess  growth  rate.  In  addition,  we  have  supplied 
stadiometers  and  other  equipment  to  facilitate  such  measurements.  Genentech  has 
also  financially  supported  local  height  screening  by  reimbursing  institutions  for 
outreach  efforts  such  as  advertising,  letters  and/or  leaflets. 
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Investigators  have  evaluated  the  benefits  of  health  screenings  regarding  growth- 
related  medical  problems.  Lindsay  et  al  conducted  the  most  comprehensive  study 
This  study  points  out  that  many  treatable  disorders  can  primarily  present  as  growth 
failure,  and  may  ga  undetected  otherwise.  Researchers  have  also  seen  that  grovrth 
hormone  deficiency  is  not  the  leading  cause  of  growth  problems.  The  Lindsay  study 
found  that  using  relative  height  and  poor  grov^^h  rate  as  indicators,  of  123,948  persons 
screened,  16  were  previously  undiagnosed  growth  hormone  deficient  children  and  62 
were  children  whose  growth  problems  were  associated  with  other  medical  causes.  As 
most  pediatricians  are  taught,  growth  measurements  in  schools  and  physicians'  offices 
will  continue  to  serve  as  a  primary  tool  for  initially  identifying  potential  health  problems 
in  children. 

Some  have  raised  questions  about  the  appropriateness  of  private  companies' 
support  of  health  screenings,  in  our  view,  if  the  focus  of  the  program  is  public  health 
and  if  it  supplants  largely  unavailable  public  funds,  it  is  a  public  good.  The  fact  that 
there  may  or  may  not  be  an  eventual  economic  benefit  to  a  sponsor  is  secondary. 

However,  as  a  result  of  the  concerns  raised,  Genentech  has  asked  the  voluntary 
health  agencies  who  have  previously  received  financial  support  not  to  use  any  of  the 
company's  funds  to  conduct  health  saeenings.  Genentech  also  will  suspend  corporate 
involvement  of  any  kind  (directly  or  indirectly  through  any  third  parties)  in  such 
screenings.  Because  we  are  confident  of  the  public  health  benefit  of  health  screenings 
and  the  legitimacy  of  such  programs,  we  will  sponsor  an  independent  assessment  of 
these  questions. 

We  will  ask  the  Institute  of  Medicine  (lOM)  —  an  independent  entity  associated 
with  the  National  Academy  of  Science  —  to  fully  evaluate  the  potential  benefits  of 
health  screenings.  We  will  also  ask  the  lOM  to  assist  in  setting  standards  for  the 
private  sector  in  its  involvement  with  voluntary  health  agencies.  We  will  work  with  the 
Subcommittee  and  other  interested  parties  to  secure  the  necessary  public  funds  to 
permit  the  lOM  to  proceed  in  this  area. 
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In  response  to  Genentech's  commitment  to  these  proposed  actions, 
Congressman  Ron  Wyden,  the  chairman  of  this  subcommittee,  has  stated:  "your 
proposals  are  an  effective  step  forward  in  protecting  American  youngsters,  their 
families  and  the  mejlical  community....  Indeed,  I  hope  that  some  of  these  suggestions 
become  guidelines  for  developing  better  standards  of  conduct  in  the  marketing  of 
prescription  drugs  more  generally." 

Grants 

Once  Genentech  began  making  Protropin  available,  health  professionals  dealing 
with  growth  disorders  approached  the  company  for  financial  support  for  research  on 
growth  and  development  disorders  and  related  work.  Genentech  decided  to  make 
funding  available  for  research  related  to  growth  disorders. 

In  late  1993,  Genentech  established  a  separate,  non-profit  foundation  called  the 
Genentech  Foundation  for  Growth  and  Development  (Foundation)  to  make  grants  in 
the  field.  Applications  for  funding  to  the  Foundation  are  blinded  and  funding  is 
allocated  among  clinical  research,  fellowships,  patient  research/education  and  basic 
scientific  research.  Genentech  funds  the  Foundation  based  on  2-4%  of  the  Company's 
human  growth  hormone  sales.  Foundation  awards  are  for  one-  to  two-year  terms 
requiring  an  annual  progress  update. 

Restrictions  on  Availability  Umpt  Abuse 

This  committee  has  expressed  concern  that  recombinant  human  growth 
hormone  is  being  abused  by  athletes  or  others.  In  fact,  the  availability  of  recombinant 
hGH  is  far  more  restricted  than  most  prescription  pharmaceuticals.  This  is  so  for  at 
least  four  reasons:  (1 )  limits  on  distribution;  (2)  limits  on  use  of  the  product;  (3)  practical 
barriers  (expense  and  complex  method  of  administration);  and  (4)  medical  necessity 
determinations.  Each  of  these  is  explained  below. 
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Genentech  has  voluntarily  taken  steps  to  limit  the  risk  of  abuse  of  recombinant 
hGH  by  athletes.  Genentech  does  not  generally  make  Protropin  available  to  retail 
pharmacies.  This  policy  has  been  in  place  since  1985.  The  net  result  of  this  practice 
has  been  to  tightly  control  the  number  of  locations  that  could  be  targeted  for  theft  or 
other  forms  of  inappropriate  distribution. 

Genentech  distributes  its  hGH  through  two  primary  mechanisms.  First,  it 
provides  rapid  and  efficient  service  to  its  customers  through  home  health  care 
providers.  This  system  currently  includes  several  providers:  most  frequently  Caremark. 
These  firms  offer  a  comprehensive  set  of  reimbursement  assistance  services  to  the 
customers.  Second,  Genentech  distributes  hGH  through  hospital  pharmacies.  This 
process  also  serves  to  assure  limited  distribution. 

Under  the  provisions  of  section  303(e)(1 )  of  the  Food.  Drug  and  Cosmetic  Act,  it 
is  a  federal  crime  to  use  human  growth  homione  for  an  indication  that  is  not  medically 
accepted  or  was  not  prescribed  by  order  of  a  physician.  This  provision  of  law.  enacted 
in  1990,  was  aimed  squarely  at  the  misuse  of  hGH  by  athletes.  Because  Genentech  is 
interested  only  in  medical  treatments,  it  supported  and  worked  for  enactment  of  such  a 
statute.  As  a  result  of  this  federal  law,  and  similar  state  laws,  the  use  of  recombinant 
human  growth  hormone  by  athletes  is  subject  to  significant  penalties. 

Suggestions  have  been  made  over  time  to  impose  further  proscriptions  at  the 
federal  level.  These  proposals  have  been  reviewed  and  rejected  by  the  Congress  and 
the  two  relevant  federal  agencies,  the  Food  and  Drug  Administration  and  the  Drug 
Enforcement  Administration.  The  earliest  examination  of  the  risks  of  abuse  in  the  area 
of  human  growth  hormone  occurred  in  1987  by  the  Energy  and  Commerce  Committee. 
At  that  time.  Chairman  Waxman  said  the  following  about  Genentech's  limits  on 
distribution: 

"Your  company,  Genentech  . . .  recognized  the  potential  for  misuse  of  human 
grovirth  hormone  and  I  commend  you  for  that.  I  agree  with  you  that  your  distribution 
system  is  probably  unprecedented  in  the  industry." 
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The  House  Judiciary  Committee  reviewed  this  issue  again  in  1989  and  1990.  At 
the  end  of  their  deliberations,  the  Committee  had  heard  the  following: 

The  FDA  and  DEA  opposed  scheduling  of  hGH. 

Scheduling  was  opposed  by  the  professional  society  representing  pediatric 
endoCTinologists  and  other  medical  professionals  including  the  American 
Academy  of  Pediatrics. 

Scheduling  hGH  could  compromise  public  health  by  unnecessarily  stigmatizing 
children  who  are  growth  hormone  deficient. 

Insufficient  evidence  of  abuse  exists  (according  to  the  General  Accounting  Office 
and  the  American  Medical  Association)  to  justify  such  a  move. 

As  a  result  of  these  concerns,  the  Congress  wisely  passed  a  limited,  nan-owly 
focused  law  that  bars  the  use  of  hGH  for  purposes  of  athletic  enhancement  or  other 
non-medical  purposes. 

In  addition  to  these  legal  restrictions,  Genentech  has  voluntarily  attempted  to 
establish  the  relative  lack  of  effectiveness  of  hGH  in  athletes.  Thus,  we  supported 
research  whose  aim  was  to  demonstrate  the  inefficacy  of  the  product  for  athletic 
enhancement.  This  research  states  in  sum  that  exogenous  human  growth  hormone 
produces  minimal  or  no  increases  in  size  and  weight. 

Two  significant  practical  bamers  limit  abuse  of  hGH.  First,  the  product  is 
expensive.  The  approved  indication  for  the  product  requires  that,  to  be  effective,  the 
product  should  be  dosed  by  weight.  Thus,  if  a  fit  athlete  wanted  to  use  the  product,  the 
expense  would  be  prohibitive  because  of  the  cost  of  the  dosage  required.  This  is 
especially  so,  since  no  insurance  company  is  allowed  to  reimburse  a  patient  for  such 
illegal  use  of  the  product.  Second,  recombinant  human  growth  homione  -  unlike  many 
other  potential  drugs  of  abuse  -  cannot  be  taken  effectively  by  any  means  other  than 
injection. 
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As  indicated  above,  for  patients  who  have  insurance  coverage,  a  medical 
necessity  review  is  frequently  required  before  an  insurance  company  will  reimburse  for 
a  drug.  This  private-sector  administered  safeguard  is  especially  effective  to  limit  the 
use  of  a  drug  that,  relatively  speaking,  is  expensive.  Similarly,  reviews  are  also  a 
common  part  of  the  State  Medicaid  or  other  assistance  processes.  In  fact,  23  states 
(encompassing  about  60%  of  the  United  States  population)  have  imposed  prior 
approval  on  Protropin.  Few  patients  have  the  independent  financial  ability  to  pay  for 
the  drug  out  of  pocket. 

As  one  commentator  concluded: 

"GH  is  actually  distributed  under  tightly  controlled  procedures 
that  require  screening  and  documentation  of  need.  As  a  result, 
it  is  probably  very  difficult  for  athletes  to  obtain  genuine  GH,  and 
the  products  that  they  usually  use  include  bogus  GH,  animal 
growth  hormone,  or  foreign  products  with  little  or  no  activity." 
In  sum,  we  believe  that  the  existing  legal,  practical  and  other  limitations  on  the 
distribution  of  recombinant  hGH  serve  to  limit  the  potential  abuse  of  hGH  by  athletes. 

Conclusion 

It  is  clear  that  Genentech  filled  an  important  medical  need  when  it  introduced 
Protropin  human  growth  hormone  in  1986  for  the  treatment  of  growth  hormone 
deficiency.  This  drug  replaced  a  pituitary-derived  version  that  had  been  in  short  supply 
and,  earlier  that  same  year,  had  been  removed  from  the  market  because  of  serious 
safety  issues  not  associated  with  the  recombinant  version.  This  drug  met  a  previously 
unmet  medical  need. 

As  the  company  that  researched  and  developed  the  breakthrough  human 
growth  hormone  product,  Genentech  was  in  the  best  position  to  fill  those  needs.  (This 
was  even  recognized  by  the  FDA  when  it  required  Genentech  to  conduct  post- 
marketing surveillance  of  the  drug,  which  led  to  the  development  of  the  National 
Cooperative  Grovrth  Study,  now  a  valuable  source  of  data  for  pediatric  endocrinologists 
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and  the  FDA.)  In  earnest,  Genentech  worked  with  medical  providers  to  develop 
programs  for  educational  and  clinical  support  as  well  as  for  health  screenings,  w^ich 
provide  a  general  public  health  service,  in  addition  to  identifying  patients  with  growth 
hormone  deficiency.  Through  a  tightly  controlled  distribution  system,  Genentech  has 
also  worked  to  ensure  that  its  hGH  products  are  available  only  through  those  patients 
who  medically  need  them.  Other  barriers  to  access  also  help  prevent  abuse.  Our 
guiding  principle  has  been  to  help  patients  who  could  benefit  from  our  products,  within 
appropriate  industry  guidelines.  Genentech  stands  by  its  efforts  and  believes  they 
have  been  in  the  interest  of  good  public  health. 
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Footnotes 


'  Raiti  S.,  "Statistical  aspects  of  hGH  therapy  for  hypopituitarism,"  Pediatr  Adolesc 
Endocrinol ,  vol.  16,  (1987)  pp.  1-12. 

'  Genentech  publicly  announced  that  it  was  working  on  recombinant  hGH  in  May,  1979. 
See  Genentech  Annual  Report  (1980).  Genentech's  first  Investigational  New  Drug 
Application  for  hGH  was  submitted  in  1980. 

'  All  of  the  state  statutes  requiring  screening  pre-date  1985  and  the  introduction  of 
recombinant  hGH.  This  suggests  a  public  health  need  was  perceived  by  officials  even 
before  the  wider  availability  of  recombinant  human  growth  hormone. 

'  Frindik,  J.P.,  Kemp,  S.F.,  Keams,  F.S.  and  Hale,  B.,  "Growth  Screening:  A  Positive 
Medical  Experience,"  Clinical  Pediatrics,  August  (1992),  pp.  497  -  500. 

» Lindsay,  R.,  Feldkamp,  M.,  Harris,  D.,  Robertson,  J.,  and  Rallison,  M..  "Utah  Grovirth 
Study:  Growth  Standards  and  the  Prevalence  of  Growth  Homnone  Deficiency,"  J.  of 
Pediatrics,  vol.  30  (1994).  pp.  29  -  35. 


181 


SIOOWISCX)NSNAVe«JE.NW  ■  SUTTE^M 


WASHINGTON.  DC  20014 


(202)Ui-22IO  (FAX)(I02)M4-22lt 


October  4,  1994 

Congressman  Ron  Hyden 

Chairman 

Subcommittee  on  Regulation,  Business  Opportunity  and  Technology 

1111  Longworth  House  Office  Building 

Washington,  D.C.  20515 

Dear  Mr.  Chairman: 

Allow  me  to  offer  a  few  comments  on  links  between  growth  hormone 
and  cancer.   Researchers  have  studied  these  links  in  a  variety  of 
contexts.   The  evidence  they  have  adduced  suggests  the  possibili- 
ty that  children  who  are  not  hormone-deficient  and  receive  growth 
hormone  injections  will  be  at  substantially  increased  risk  of 
cancer  later  in  life.   This  is  precisely  the  population  that  is 
targeted  for  growth  hormone  marketing  by  Genentech  and  Eli  Lilly. 

Growth  hormone  researchers  have  given  some  attention  to  the 
leukemia  risk  posed  by  the  hormone  treatments.   However,  other 
cancers  are  of  potentially  greater  importance. 

Growth  hormone  causes  the  liver  to  manufacture  chemicals  which 
have  varied  effects  throughout  the  body.   One  of  these  is  called 
insulin-like  growth  factor  or  IGF-1,  \rttich  is  thought  to  play  a 
role  in  breast  cell  growth  and  lactation.   Growth  hormone  greatly 
increases  IGF-1  production.   IGF-1  encourages  breast  cancer  cells 
to  multiply  in  test  tube  experiments,  and  is  more  potent  in  this 
regard  even  than  estrogens.   It  is  not  yet  known  whether  people 
with  more  IGF-1  circulating  in  their  blood  have  a  greater  risk  of 
cancer  or  a  poorer  prognosis  should  cancer  develop.  (Arteaga 
1989,  Pollak  1990)   However,  some  support  for  this  hypothesis 
comes  from  the  fact  that  teunoxifen,  a  drug  used  in  the  treatment 
of  breast  cancer,  reduces  IGF-1,  apparently  by  reducing  growth 
hormone  secretion  from  the  pituitary  gland,  (Pollak  1990)  which 
may  be  partly  responsible  for  its  anti-cancer  effect. 

Girls  who  naturally  produce  slightly  more  growth  hormone  than 
others  have  higher  IGF-1  levels,  and  typically  grow  taller  than 
average.   This  IGF-1  elevation  may  account  for  the  fact  that  tall 
women  have  a  substantially  higher  risk  of  breast  cancer,  compared 
to  shorter  women.   (Vatten  1990,  Swanson  1988,  Tomberg  1988) 
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One  study  showed  that  women  over  5*6"  have  double  the  risk  of 
women  below  5*3",  particularly  for  premenopausal  cancers.  (Vatten 
1990)   Height  does  not  cause  cancer,  but  elevations  of  growth 
hormone  and/or  IGF-1  may. 

Further  evidence  of  the  effects  of  excessive  growth  hormone  on 
cancer  rates  comes  from  patients  with  acromegaly,  a  rare  disorder 
in  which  the  pituitary  gland  secretes  higher  than  normal  amounts 
of  growth  hormone.   Individuals  with  this  disorder  have  enlarged 
bones  and  soft  tissues.   They  also  have  higher  than  normal  cancer 
rates . 

Numerous  studies  have  fo\ind  a  higher  than  average  incidence  of 
colon  cancer  and  polyps  in  patients  with  acromegaly,  with  cancer 
incidence  running  as  high  as  five  times  the  expected  rate.  (Klein 
1982,  Ituarte  1984,  Pines  1985,  Brunner  1990)   A  1991  study  found 
that  patients  with  acromegaly  have  a  2.45-fold  increased  rate  of 
cancer  overall,  and  found  a  notable  increase  in  thyroid  cancer 
incidence.  (Barzilay  1991) 

Growth  hormone  treatments  for  children  whose  bodies  are  clearly 
deficient  in  the  hormone  makes  physiologic  sense.   However,  the 
possibility  that  injections  of  growth  hormone  may  increase  cancer 
risk  in  the  large  number  of  children  who  are  not  truly  deficient 
in  the  hormone  has  never  been  set  aside. 

Evaluating  this  risk  requires  studies  of  those  individuals  who 
have  received  growth  hormone  to  rectify  a  deficiency,  as  well  as 
continued  monitoring  of  those  non-hormone-deficient  children  who 
have  received  the  hormone,  either  from  practitioners  or  research- 
ers.  Such  use  of  growth  hormone  is  not  justified,  in  my  judg- 
ment, and  such  children  should  be  monitored  for  ill  effects  over 
the  next  several  decades. 

Appended  to  this  letter  are  the  scientific  references  I  have 
cited  above.   Should  additional  information  be  useful  to  you, 
please ^do  not  hesitate  to  let  me  know. 


ard,  M.D. 
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Concerns  About  Growth 
Hormone  Experiments  in 
Short  Children 

A  fACT  SHEET  fROM  PHYSICIANS  COMMITTEE   FOR  RESPONSIBLE  MEDICINE 


BEGINNING  IN  1958,  bnmu)  ^owth  honnonc  (faCH) 
WIS  extracted  from  cadavers  for  use  in  children  who  do  not 
produce  normal  amoonts.  The  hormone  inoeasesthe  hei^ 
ofhormonc-deficicnt  short  children,  although  they  typicaDy 
remain  much  shorter  than  averse.  Since  the  early  1980's, 
genetic  engineering  has  permitted  the  mass-productioo  of 
bCR  Although  the  U^  Food  and  Drug  Administration 
approves  hGH  only  for  use  in  hormone-deficient  children, 
•n  bGH  market  worth  hundreds  of  millioiu  of  doDars  annu- 
ally is  soppHed  by  Eli  Lilly  (Humatrope),  GcnenUch  (Protro- 
pin).  and  other  companies.  Researchers  and  fliniriant  arc 
testing  the  drug's  anaboHc  effects  on  muscle  mass  in  elderly 
patients  and  as  a  growth  stimulant  in  short  children,  and  an 
illicit  market  for  hGH  has  begun  among  body  builders. 

In  1989.  researchers  at  the  National  Institutes  of  HeaMi 
began  experiments  to  test  hGH  in  children  who  were  ixn 
deficient  in  growth  hormone,  but  were  simply  short  The 
experiments  seek  to  determine  wither  the  treatment  in- 
creases their  final  height  beyond  that  predicted  by  their 
current  growth  patterns  and  to  assess  the  safety  of  the  treat- 
ment. By  the  end  of  1992.  the  experimenters  had  enrolled  36 
of  the  80  children  called  for  in  the  experimental  protocol, 
and  2  children  had  dropped  out  of  the  study.  Half  of  the 
children  receive  hGH;  half  receive  saline  placebo  injections. 
NIH  is  also  testing  hGH  in  girls  with  Turner's  syndrome,  a 
genetic  disease  caused  by  an  absence  of  one  X  chromosome 
and  manifested  by  short  stature,  among  other  symptoms. 

Other  research  teams  have  found  that  the  hormone 
does  not  cause  any  change  in  growth  rate  for  20-50  percent 
of  non-hormone-defident  children.  The  remaining  50-80 
percent  show  short-term  inaeases  in  growth,  although  it  is 
not  known  whether  final  adult  height  is  affected.  Some 
investigators  have  reported  their  belief  that  the  drug  only 
causes  the  accelerated  growth  associated  with  puberty  to 
occur  earlier  and  that  long-term  growth  is  unchanged  in 
most  cases.  '"* 

The  long-term  risks  of  hGH  injections  in  children  n^io 
already  produce  adequate  growth  hormone  are  not  known. 
Possible  risks  of  such  treatment  relate  both  to  the  multiple 
injections  the  children  receive  and  to  the  drug  itself: 

•  INJECTIONS:  The  subcutaneous  injections  are 
described  by  children  as  painful  or  uncomfortable  and  are 


given  three  times  per  week.  A  fuDy  compliant  child  would 
receive  156  injections  per  year  from  enrollment  in  die  study 
until  final  height  is  reached. 

The  psychological  effects  of  repeated  injections  on 
chOdren  or  on  fiunily  relationships  are  not  fully  known,  but 
investigators  have  found  that,  among  hospitalized  children, 
hypodermic  needles  are  the  most  stress-provoking  stimulus 
encountered."  Diabetic  children  describe  injections  as  one 
of  d>e  top  stressors  in  their  medical  treatment" 

Studies  of  bmih'es  with  diabetic  children  have  also 
found  diat  the  parental  attention  required  for  chronic  medi- 
cal treatment  can  lead  to  resentment  on  the  part  of  siblings 
and  can  even  affect  the  parental  relatioiuhip.''  It  is  not 
known  vvhether  similarty  disruptive  effects  occur  with  the 
introduction  of  chronic  hGH  treatment 

Half  the  subjects  receive  placebo  injections,  which 
offer  no  scientific  advantages  over  a  comparison  group  re- 
ceiving medical  observation  alone.  Children  receiving  pla- 
cebo injections  grow  at  the  same  rate  as  children  imder 
observation  without  placebo,"  and  some  growth  hormone 
investigators  have  omitted  placebo  injection  groups  for  ethi- 
cal reascms." 

•  INCREASED  STIGMATIZATION:  Growth  hor- 
mone injections  and  the  repeated  examiiutions  mandated 
by  the  study  may  bufld  or  reinforce  a  negative  self-image  and 
stigmatization.  Because  half  the  subjects  will  unknowingly 
receive  inactive  placebo  injections  and  many  of  the  children 
receiving  active  hGH  will  get  no  short-lenn  growth  effect 
from  the  injections,  the  net  result  may  be  feelings  of  shame 
and  failure.  In  some  cases  of  hormone-deficient  children, 
unrealistic  expectations  for  growth  following  hCH  therapy 
have  led  to  disappointment  and  depression.*"*  Moreover,  it 
cannot  be  assumed  that,  even  if  final  height  is  increased 
somevrtut,  psychological  effects  wiU  be  overcome.  Available 
evidence  does  not  show  that  hGH  improves  social  adjust- 
ment even  «vhen  such  treatment  increases  the  final  height  of 
bormone-defident  children  who  have  emotional  problems." 

•  CANCER  RISK:  Growth  hormone  causes  the  liver 
to  increase  its  production  of  insulin-like  growth  hctor  (IGF- 
I),  which  is  thought  to  play  a  role  in  breast  ceD  growth  and 
lactation.  It  is  not  yet  known  whether  elevations  of  blood 
levels  of  IGF- 1  are  assodated  with  a  greater  risk  of  cancer  or 
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ment  could  not  be  «t>proved  under  section  46.404,  which 
■ppUes  to  "research  not  faivoNing  freater  than  minimal 
r^"  because  "the  subjects  were  exposed  to  risks  that  were 
greater  than  minimal"  (p.  9).  Most  members  of  the  panel 
also  felt  that  the  ejq>eriment  was  not  ^>provable  tinder  sec- 
tion 46.405,  which  applies  to  "research  involving  greater 
than  minimal  risk  but  presenting  the  prospect  of  direct 
benefit  to  the  individual  subjects." 

The  panel,  however,  felt  that  the  experiment  met  the 
re(]uireinents  of  section  46.406,  far  "research  involving  greater 
than  minimal  risk  and  no  prospect  of  direct  benefit  to  indi- 
vidual subjects,  but  likely  to  yield  generalizable  knowledge 
about  the  subjects's  disorder  or  condition."  The  panel 
cofuideTed  three  main  criteria: 

a)  that  the  risks  to  the  subjects  represent  only  a 
minor  increase  over  minimal  risk: 

b)  that  the  intervention  presents  experiences  to 
subjects  that  are  reasonably  commensurate 
with  those  inherent  in  (heir  actual  or  ex- 
pected medical,  dental,  psycbologica],  social, 
or  emotional  situations; 

c)  that  the  expected  knowledge  is  of  vital  impor- 
tance for  the  understanding  or  ameb'oration 
of  the  subject's  disorder  or  condition. 

There  are  several  problems  in  the  panefs  anatyss.  In 
particular,  its  accotmting  of  potential  risks  of  bCH  use  is 
marked  by  omissions  and  inccmsisteodes. 

Regarding  criterion  (a),  the  panel  stated  that  "there  are 
no  known  major  risks  from  administration  of  hGH  in  the 
patterns  and  dosages  of  the  two  studies"  (p.  16).  However, 
elsewhere  in  its  report,  die  panel  noted  that  too  b'ttle  infor- 
mation was  available  to  assess  risks:  "Balancing  risks  against 
anticipated  benefits  was  made  difiScult  both  by  the  paucity  of 
good  dau  about  the  probability  of  risks,  and  by  the  absence 
of  common  measures  of  their  significance"  (p.  13). 

The  panel's  attempt  to  quantify  die  risk  caused  by 
repeated  injections  appears  arbitrary  and  was  stymied  by  a 
lack  of  available  information.  The  report  notes  that  "the 
requirement  for  multiple  injectioiu  represented,  if  not  a 
substantial  risk,  nonetheless  one  sigm'ficantly  greater  than 
minimal-."  (p.  16).  On  tiM  same  page,  the  panel  suted  that 
"the  discomfort  and  inconvenience  of  the  injections,  how- 
ever, seemed  to  only  one  member  of  the  group  as  more  than 
a  minor  increase  over  minimal  risk"  (p.  16).  Later,  the  panel 
again  suggested  that  it  has  no  basis  for  judgment  of  the 
degree  of  risk  the  injections  present,  and  called  on  the  inves- 
ti'gators  to  assess  the  reactions  of  the  subjects,  although  it  did 
not  call  on  them  to  hold  further  subject  recruitment  until 
dtis  issue  was  resolved,  nor  did  it  inquire  why  this  subject 
was  not  investigated  before  the  trial  began.  These  inconsis- 
tent statements  and  vague  attempts  at  quantitative  judg- 
ments, made  in  the  absence  of  useful  data,  do  not  present  an 
adequate  rationale  for  approval. 

The  panel  also  noted  that  psychological  risks  may 
tidtt  "Merely  being  enrolled  in  the  research  may  encourage 
unreasonable  expectations  so  that  some  children  may  be 
disappointed  if  they  ful  to  gain  in  stature  up  to  their  subjec- 
tive expectations.    Being  involved  in  research  or  a  study 


designed  for  duldren  with  diort  stature  may  increase  adf- 
consdousness  about  height  or  reinforce  a  harmfiil  and  mi*- 
guided  view  that  they  are  'abnormal'  on  medical  rather  lltan 
statistical  criteria,  and  may  accentuate  parental  anxiety  tc- 
gvding  the  child's  height  It  is  difficult  to  weigh  or  to 
cdcnlate  the  probability  of  these  risks,  but  they  were  conad- 
ered  trardiy  of  attention."  (p.  8) 

The  panel  report  did  not  address  hGH's  capacity  to 
elevate  IGF-1  or  the  possibility  of  a  reailtant  cancer-pro- 
moting effect,  renal  or  metabolic  effects.  The  fact  that  these 
problems  have,  to  date,  been  poorly  studied  is  all  the  more 
reason  for  caution  regarding  clim'cal  trials. 

The  second  criterion,  that  experiences  be  commensu- 
rate with  those  inherent  in  their  actual  or  expected  medical 
atuation.  was  met  by  the  experiment  in  the  panel's  judg- 
ment IV  panel  concluded  diat  the  medical  examinations 
the  chfldren  would  imdergo  were  not  a  hardship.  However, 
the  panel  report  neglected  the  faa  that  repeated  injections 
and  any  use  of  growth  hormone  is  far  outside  the  usual 
experience  of  healthy  short  children.  As  a  result,  this  crite- 
rion cannot  be  satisfied  by  the  experiment. 

The  panel  stated  that  the  experiment  also  satisfied  die 
third  criterion,  that  "the  expected  knowledge  is  cf  vital 
importance  for  the  amelioration  of  the  subject's  disorder  or 
condition."  The  panel  report  did  not  address  to  what  extent 
the  NIH  experiment  adds  to  the  several  other  hCH  oqwri- 
ments  already  underway,  other  than  to  briefly  state  that  it 
was  better  controlled  and  of  longer  duration.  This  docs  ixit 
present  a  suffident  rationale  for  the  time,  expense  and  ride  of 
subjecting  more  children  to  the  drug  injections. 

Moreover,  normal  short  children  have  no  "disorder." 
They  are  recruited  into  the  study  simply  on  the  statistical 
basis  of  being  shorter  than  most  of  their  contemporaries. 
They  were  not  recruited  on  the  basis  of  any  physiologic, 
psychological,  or  behavioral  difficulty.  In  fact,  the  sdentific 
Uteratare  provides  little  evidence  that  any  such  praUems 
would  be  expected. 

There  ouy  be  any  number  of  ways  of  addressing  the 
stigma  of  short  stature.  Growth  hormone  injections  do  not 
cause  even  bormone-defident  children  to  approach  average 
height,  and  no  evidence  suggests  that  there  is  any  resulting 
reduction  in  stigma.  Therefore  knowledge  about  ben's 
actioiu  cannot  be  said  to  be  "of  vital  importance  for  the 
amelioration"  of  short  stature  or  stigma.  It  could  be  argued 
that  psychological  approaches  (Money  1966)  to  improve 
adjustment  in  children  who  are  having  difficulties  merit 
further  investigation  before  hormonal  treatments  are  used, 
particularly  since  hormonal  treatments  will  have,  at  best,  a 
partial  effect. 

Part  of  the  panel's  justiiication  for  the  experiment  was 
that,  because  bCH  is  already  in  wide  use,  experiments  such 
as  the  NIH  short  stature  protocol  are  the  "best  hope"  lor 
determining  its  efficacy  and  safety  (p.  7).  However,  wide- 
spread use  may  be  a  justification  for  increased  controls  on 
prescription  and  use,  but  is  not  a  justification  for  subjecting 
additioflal  children  to  potential  risks.  The  same  logic  would 
justify  pediatric  clinical  trials  of  narcotics,  anabolic  steroids, 
or  other  misused  drugs. 
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Appendix  I 

NIH  Experiment  Using  hGH 
in  Short,  Healthy  Children 

Gordon  B.  Cutler,  Jr.,  tnd  his  coDeigues  at  tbe  National 
Inttinites  of  Health  are  testing  whether  hGH  will  increase 
•dtah  height  of  non-growth-hormone-deficient  ibort  diil- 
dren.  The  experiment  is  titled,  "A  Randomized,  Double- 
blind.  Placebo-controDed  Clinical  Trial  of  the  Effects  of 
Growth  Hormone  Therapy  on  the  Adidt  Height  of  Non- 
Growth-Hormone  Deficient  Children  with  Short  Stature." 

Cutler  plaiu  to  recruit  a  total  of  80  boys  (age  10-15) 
and  girls  (age  9-U).  Tbe  experiment  is  as  foDows: 

Growth  hormone  sutus  will  be  tested  if  not  previously 
documented.  Growth  hormone  provocation  tests  wffl  be 
done  using  arginine-insulin  and  L-dopa.  Genetic  testing  will 
be  done  on  females  if  not  previously  done,  uid  on  males  if 
deemed  necessary. 

Subjects  will  then  be  hospitalized  for  dvee  days  for 
baseline  evaluation,  consisting  of  a  history  and  physical 
exam,  a  set  of  blood  tests  and  body  measurements,  nude 
photography  against  a  height  grid,  parental  measurements, 
psychological  assessment,  and  teaching  of  injection  tech- 
niques. 

Half  the  children  will  receive  hGH  injections,  and  half 
wiD  receive  saline  placebo  injections  until  they  reach  their 
final  height.  Tlie  hGH  dose  is  .074  mg/kg  subcutaneously 
three  times  per  week.  Lilly  Research  Laboratories  provides 
the  hGH. 

Follow-up  testing  will  be  done  at  six-month  intervals, 
with  some  of  the  tests  repeated  only  annually  or  biennially. 
The  overall  project  is  expected  to  last  ten  years. 


Appendix  II 

NIH  Experiment  Using  hGH 
in  Girls  With  Turner's 
Syndrome 

Gordon  B.  Cutler,  Ir,  of  NIH  and  Judidi  L  Ross,  MJ),  of 
Hahnemann  University  are  conducting  an  experiment  titled 
"Humatrope  Versus  Estrogen  in  Turner's  Syndrome."  They 
have  two  goals:  1)  To  test  «4>ether  hGH  phis  estrt>gen  im- 
proves growth  in  chfldren  writh  Tuner's  syndrome,  2)  To 
test  the  antigem'dty  (tendency  to  cause  antibodies  to  form) 
and  other  measures  of  safety  of  hGR 

Subjects  will  be  q>proximately  160  females  with 
Turner's  syndrome,  a  genetic  abnormality  In  which  oae  X 
chromosome  is  missing,  and  in  which  short  stature  occurs. 
Tbe  children  will  be  5-12  years  of  age  and  below  the  fifth 
percentile  in  hei^L  Some  will  be  seen  at  NIH  and  others  at 
Hahnemann  University  in  Hiiladelphia. 

The  girls  win  be  assigned  to  one  of  four  treatmcnti^ 
which  continue  antil  adult  hei^t  is  reached,  after  which 
final  heights  wiH  be  compared: 

l.bGH  3.hGHpiacd>o 

Estradiol  after  age  12  Eariy  estradiol 

2.hGH  4.hHGpiacebo 

Early  estradiol  Estradiol  after  age  12 

The  hGH  used  is  Humatrope,  from  Eh  LiDy,  dosed  at 
0.1  mg/kg  subcutaneously,  three  times  per  week. 

"Early  estradid"  means  administration  of  ethinyl  ca- 
tradiol  in  a  daily  oral  dose  of  25  ng/kg  for  girls  below  10  yes* 
of  age,  and  SO  ng/kg  for  girb  of  10-12  years. 

After  age  12  and  nntil  menarche,  aO  subjects  reccivt 
ethinyl  estradiol,  in  the  foDowing  oral  dose  per  day: 

12-14  years:  100  ng 
14-15  years:  200  ng 
15-16  years:  400  ng 
>  16  years:  800  ng 

After  menarche,  the  estradiol  dose  is  held  constant  and 
medroxyprogesterone  acetate  will  be  added  for  cycle  days 
16-25. 

AD  subjects  wiD  have  im'tial  histories  and  physicals, 
including  measurements,  blood  and  urine  tests,  hand  and 
wrist  X  rays,  spine  and  forearm  densitometry,  parental  height, 
and  injection  training.  FoUow-up  examinations  will  occur 
at  6-  and  12-monlh  intervals. 
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Genentech,  Inc. 


Octobers.  1994 


The  Honorable  Ron  Wyden 
Chaimnan,  Subcommittee  on  Regulation, 

Business  Opportunities,  and  Technology 
Committee  on  Small  Business 
B-363  Raybum  House  Office  Building 
Washington,  DC.  20515 

Dear  Mr.  Chairman: 

I  am  writing  to  explain  Genentech's  position  on  the  issue  of  height  screenings, 
research  grants  and  other  issues,  and  to  respond  to  certain  questions  you  raised  at  our 
meeting  earlier  this  week. 

Consistent  with  sound  public  health  policy,  Genentech  has  supported,  both 
directly  and  indirectly,  the  use  of  health  saeenings  to  assist  in  the  identification  of 
unidentified  diseases  or  medical  conditions. 

Height  screenings  in  a  school  frequently  identify  growth  failure  in  children.  Many 
schools  conduct  such  activities.  In  fact,  7  states  require  health  screenings  that  include 
height  monitoring  (including  California,  Connecticut,  Florida,  Minnesota.  New 
Hampshire,  and  Pennsylvania).'  The  public  health  t>enefits  from  such  screenings  are 
demonstrable.  Children  who  are  identified  as  having  a  medically  related  growth 
problem  can  be  treated  as  a  result  of  such  programs. 

Among  those  states  which  do  not  conduct  health  screening,  the  primary  reason 
appears  to  be  expense.  This  leaves  the  responsibility  for  much  of  this  important  public 
health  area  to  voluntary  health  agencies  and  the  private  sector.  Many  companies 


^  All  of  the  state  statutes  requiring  screening  pre-date  1985  and  the  introduction 
of  recombinant  human  growth  hormone.  This  suggests  a  public  health  need  was 
perceived  by  officials  even  before  the  wider  availability  of  recombinant  human  growth 
hormone. 
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support  public  health  education  or  health  screenings.  Corporate  support  for  health 
awareness  programs  is  common  in  the  pharmaceutical  industry.'  There  is  also  an 
awareness  of,  and  support  for,  health  care  screening  by  members  of  the 
pharmaceutical  industry.' 

Genentech's  Role: 

Health  screening,  including  height  monitoring,  is  commonly  practiced  in  many 
parts  of  the  country  and  within  some  clinical  settings,  especially  hospitals.  It  is 
unremarkable  that  Genentech  has  been  involved  in  such  screenings. 

Genentech  supports  non-profit,  patient  advocacy  and  research  organizations, 
such  as  the  American  Heart  Association,  the  Cystic  Fibrosis  Foundation,  the  American 
Academy  of  Pediatrics,  the  American  College  of  Cardiology,  the  Human  Growth 
Foundation  (HGF)  and  the  MAGIC  Foundation  because  they  too  are  committed  to 
helping  people  with  unmet  medical  needs  through  public  and  medical  education  and 
awareness  programs,  as  well  as  important  scientific  research  in  some  instances. 

Among  the  many  worthwhile  educational  and  patient  support  services  the  HGF 
and  MAGIC  Foundation  provide  are  height  and  weight  screenings  conducted  in  the 
sole  interest  of  promoting  good  public  health.  Genentech  personnel  have  worked 
within  local  communities  (usually  in  conjunction  with  a  hospital,  school  or  clinic)  to 
support  such  health  saeenings.  Monitoring  a  child's  height  and  weight  is  important 
because  these  are  often  the  first  indicators  of  more  than  200  different  underlying 
medical  problems,  not  just  growth  disorders,  such  as  hypothyroidism,  malnutrition, 
diabetes,  Crohn's  disease  and  brain  tumors.  A  recent  study  reported  in  the  medical 
journal,  Clinical  Pediatrics,  concluded  that  monitoring  a  child's  growth  "can  identify 
potential  problems,  including  those  which  may  be  life-threatening,  and  lead  to 
appropriate  referrals  for  accurate  diagnosis  and  proper  treatment" 

In  general,  the  most  common  practice  for  a  health  screening  is  for  a  local 
institution  to  publicly  announce  that  they  will  conduct  such  a  saeening.  In  turn, 
children  and  their  parents  show  up  and  the  children  are  measured  and  evaluated  by  a 
nurse  or  physician.  Children  whose  height  or  grovrth  rate  is  significantly  lower  than 
would  otherwise  be  expected  are  usually  referred  to  a  treating  physician  for  follow-up. 
Generally,  in  the  case  of  hospitals  or  clinics,  the  refen-als  are  made  to  the  sponsoring 
institution;  in  the  case  of  schools,  referrals  are  made  to  either  the  parents  with  advice  to 
consult  the  child's  pediatridan  or  a  pediatric  endoainologist. 


^  Pharmaceutical  Manufacturers  Association,  MARKETING  AND  PROMOTION 
OF  PHARMACEUTICALS:  Adding  Value  to  the  American  Health  Care  System  (1992). 

Mbld.  at  page  19-20. 
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In  its  support  for  health  screenings  and  height  monitoring,  Genentech  has 
developed  some  tools  that  assist  parties  engaged  in  such  screenings.  Genentech  has 
produced,  or  disseminated,  materials  to  nurses,  and  others,  to  assist  in  the  proper 
method  to  measure  height  and/or  to  assess  growth  rate.  In  addition,  Genentech  has 
supplied  stadiometers  and  other  equipment  that  facilitates  such  measurements. 
Genentech  has  also  supported  local  height  screening  financing  by  reimbursing  local 
institutions  for  outreach  efforts  such  as  advertising  and/or  letters  or  leaflets. 

Evaluations  of  Screenings: 

Evaluations  of  the  benefits  of  health  saeenings  in  the  context  of  growth  related 
medical  problems  have  been  undertaken.  The  most  comprehensive  study  was 
conducted  by  Lindsay.*  This  study  points  out  that  many  treatable  disorders  can 
primarily  present  as  growth  failure,  and  may  go  undetected  otherwise.  Researchers 
have  also  seen  that  growth  hormone  deficiency  is  not  the  leading  cause  of  growth 
problems.  The  Lindsay  study  found  that  using  relative  height  and  poor  growth  rate  as 
indicators,  of  the  123,948  persons  screened  there  were  16  previously  undiagnosed 
growth  hormone  deficient  children  and  62  children  whose  growth  problems  were 
associated  with  other  medical  causes.  As  one  prominent  researcher  in  the  field 
commented,  growth  measurements  in  schools  and  physicians  offices  will  continue  to 
serve  as  a  primary  tool  for  initially  identifying  potential  health  problems  in  children. 

To  the  extent  that  public  dollars  are  available  to  conduct  these  activities  an 
important  public  health  goal  can  be  secured.  As  noted  above,  public  funds  are 
frequently  not  available. 

For  many  public  school  systems  faced  with  budget  cuts  that  force  them  to  go 
without  the  school  nurse  and  health  programs  that  existed  just  a  few  years  ago,  private 
sector  support  and  involvement  in  these  initiatives  is  invaluable.  Clearly,  it  is  most 
valuable  to  the  children  whose  previously  unknown  medical  problem  is  identified. 

Because  the  diagnosis  and  treatment  with  growth  hormone  is  ultimately 
determined  by  the  physician  to  whom  the  child  is  refen-ed,  Genentech  may  or  may  not 
gain  business  from  these  screenings.  However,  we  can  take  great  satisfaction  in 
making  a  contribution  to  good  public  health.  And,  in  those  cases  where  a  child  is 
diagnosed  and  treated  early  as  a  result  of  these  screening  programs,  that  child  and 
his/her  family  can  look  forward  to  improved  quality  of  life  by  avoiding  the  problems 
associated  with  grovirth  hormone  inadequacy;  adult  height  well  below  normal,  psycho- 
social and  developmental  problems,  just  to  name  a  few. 


*  Utah  Growth  Study:  Growth  Standards  arid  the  Prevalence  of  Growth  Hormone 
Deficiency,  J.  of  Pediatrics  30  (1994);  see  also  Frindik  et  al.  Growth  Screening;  A 
Positive  hAedical  Experience.  31  CI.  Fed.  497  (1992). 
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Proposed  Actions: 


Some  have  raised  questions  about  the  appropriateness  of  private  companies 
support  of  health  screenings.  In  our  view,  if  the  focus  of  the  program  is  public  health 
and  if  it  supplants  largely  unavailable  public  funds,  it  is  a  public  good.  The  fact  that 
there  may  or  may  not  t>e  an  eventual  economic  t>enefit  to  a  sponsor  is  secondary. 

However,  as  a  result  of  concerns  raised,  Genentech  has  asked  the  voluntary 
health  agencies  vyho  have  previously  received  financial  support  not  to  use  any  of  our 
funds  to  conduct  health  screenings.  We  will  also  suspend  Genentech's  corporate 
involvement  of  any  kind  (directly  or  indirectly  through  any  third  parties)  in  such 
screenings.  Because  we  are  confident  of  the  public  health  benefit  of  health  screenings 
and  the  legitimacy  of  such  programs,  we  will  sponsor  an  independent  assessment  of 
these  questions. 

We  will  ask  the  Institute  of  Medicine  (lOM)  (an  independent  entity  associated 
with  the  National  Academy  of  Science)  to  fully  evaluate  the  potential  benefits  of  health 
screenings.  This  study  would  evaluate  the  merits  of  health  screenings  and  standards 
for  the  conduct  of  such  saeenings.  We  will  also  ask  the  lOM  to  assist  in  setting 
standards  for  the  private  sector  in  its  involvement  with  voluntary  health  agencies.  We 
will  work  with  the  Subcommittee,  and  other  interested  parties,  to  secure  the  necessary 
public  funds  to  permit  the  lOM  to  proceed  in  this  area  to  meet  the  lOM  requirement  that 
funds  for  studies  be  derived  50%  by  the  private  sector  and  50%  by  the  public. 

Grants: 

In  late  1993,  Genentech  established  a  non-profit  foundation  called  the 
Genentech  Foundation  for  Growth  and  Development  (Foundation)  to  make  grants  in 
the  field.  Applications  for  funding  to  the  Foundation  are  blinded  and  funding  is 
allocated  among  clinical  research  (30%),  outreach  clinics  (30%),  patient 
research/education  (30%)  and  basic  scientific  research  (10%).  Genentech  funds  the 
Foundation  based  on  2-4%  of  the  Compan/s  human  growth  hormone  sales. 
Foundation  awards  are  for  two-year  terms  requiring  an  annual  progress  update.  The 
Foundation  is  chaired  by  Dr.  Robert  Blizzard  (retired  chair  of  Pediatrics,  University  of 
Virginia). 

Other  Issues: 

In  addition,  during  our  meeting  you  requested  that  we  work  with  appropriate 
federal  agencies,  including  the  FDA  and  the  AHCPR,  to  develop  new  methods  for 
disseminating  infonnation  about  new  technologies,  or  new  uses  of  existing 
technologies,  to  the  medical  community.  You  stated  that  infonmation  in  this  regard 
could  be  particularly  useful  to  clinicians  making  decisions  regarding  a  label  or  non- 
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label  decision.  We  look  forward  to  working  with  you  to  respond  to  this  most  recent 
request. 


We  hope  you  find  this  infomiation  helpful. 
Sincerely, 


David  Beier 
Vice  President,  Government  Affairs 


DB/saw 
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October  6,    1994 

Mr.  David  Beier 

Vice  President,  Govemiient  Affairs 

Genentech,  Inc. 

1747  Pennsylvania  Avenue,  M.W. 

Suite  1223 

Washington,  D.C.   20006 

Dear  Mr.  Beier: 

Thank  you  for  your  letter  of  October  6,  explaining  Genentech's 
position  with  regard  to  the  marketing  and  promotion  of  human  growth 
hormone  drugs,  and  the  company's  proposals  for  change  in  the 
fashion  in  which  it  promotes  its  products  and  supports  research 
involving  Genentech  drugs. 

While  a  variety  of  legal,  ethical  and  scientific  questions,  in 
my  view,  remain  to  be  resolved,  your  proposals  are  an  effective 
step  forward  in  protecting  American  youngsters,  their  families  and 
the  medical  community  with  regard  to  the  concerns  which  have  been 
expressed  about  therapies  whose  value  is  still  the  subject  of 
vigorous  scientific  debate  and  investigation. 

Indeed,  I  hope  that  some  of  these  suggestions  become 
guidelines  for  developing  better  standards  of  conduct  in  the 
marketing  of  prescription  drugs  more  generally.  This  issue,  as  you 
know,  will  be  the  focus  of  a  congressional  hearing  by  this 
stibcommittee  on  October  12. 

As  I  have  previously  mentioned  in  correspondence  with  your 
company,  I  am  concerned  that  some  activities  in  the  marketing  of 
human  gro%rth  hormone  drugs,  and  more  generally  in  the  promotion  of 
a  variety  of  narrowly  focused,  and  sometimes  quite  expensive,  new 
drugs,  may  be  expanding  sales  and  use  of  these  products  for 
treatment  purposes  not  specified  under  the  Food  and  Drug 
Administration's  approved  regime.  Such  "off-label"  use  in  cases 
where  clinical  evidence  of  efficacy  is  unclear,  represents  an 
extremely  troubling  issue  for  Congress. 
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Several  federal  agencies  have  begun  investigations  involving 
a  variety  of  pharmaceutical  narketing  issues.  While  new  regulation 
and/or  enforcement  may  result  from  this  effort,  I  believe  a 
voluntary  response  from  the  industry  is  equally  important. 
Your  proposals  represent  a  substantive  approach  in  this  regard,  and 
address  the  following  issues: 

—  While  there  is  obvious  public  benefit  from  health 
screenings,  generally,  the  conduct,  funding  and  ultimate 
goal  of  some  measurement  screening  programs  have  been 
questioned.  Therefore,  I  agree  with  your  proposal  to  (1) 
cease  direct  support  of  measurement  screenings,  and  (2) 
work  with  the  Institute  of  Medicine  to  "fully  evaluate 
the  potential  benefits  of  health  screenings." 

As  do  you,  I  would  hope  that  such  a  study  will  also 
establish  standards  of  conduct  for  screenings,  as  well  as 
standards  for  private  sector  involvement  with  voluntary 
health  agencies  which  may  be  involved  in  public  screening 
programs.  I  would  be  very  willing  to  work  with  you  in 
this  regard. 

—  Similarly,  I  agree  with  the  company's  decision  to  end 
research  funding  arrangements  with  clinicians  and  others 
which  may  pose  conflicts  of  interest  within  the  doctor- 
patient  relationship.  The  company's  efforts  to  finance 
research  through  a  non-profit,  independent  and  peer- 
reviewed  foundation  program,  operating  under  Food  and 
Drug  Administration  oversight,  is  a  positive  step. 

—  Finally,  I  also  agree  with  the  company's  decision  to 
work  with  the  Food  and  Drug  Administration,  and  the 
Agency  for  Health  Care  Policy  and  Research,  to  establish 
therapeutic  information  review  and  dissemination 
standards  for  new  drugs  and  devices.  As  I  have  stated, 
previously,  I  believe  that  unbiased,  reliable  information 
on  new  therapies  could  be  particularly  useful  to 
clinicians  making  decisions  involving  either  a  label-  or 
non-labelled  use. 

Regarding  the  subcommittee's  invitation  to  Mr.  Raab  for 
testimony  at  our  October  12,  hearing,  I  understand  the  company's 
concern  about  potential  questions  which  may  impinge  upon  current 
litigation.  Let  me  assure  you  that  the  subcommittee  will  be 
sensitive  to  company's  concerns  about  this  matter. 

The  subcommittee  appreciates  your  company's  responsiveness  to 
our  informational  requests.  We  look  forward  to  a  continuing 
dialogue  on  these  important  issues. 
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Should  you  have  any  questions  regarding  this  letter,  please 
don't  hesitate  to  contact  me,  or  Steve  Jenning  of  the  subcominittee 
staff  at  (202)  225-7797. 

Sincerely, 
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CAREMARK       

Caremark  Intenudooal  Inc  I 

2215  Stndar*  Road,  Suhs  400 

Nonhbrook,  llllnolt  60062 

706.569.4612 

Fax  708.659.6280 

Thomat  R.  Schuman 
_         u       a    taoA  Cocporate  V\ca  PratWant 

October  6,  i884  Sacrawry  and  General  Counael 


The  Honorable  Ron  Wyden 

Chairman 

ConvnittBe  on  Small  Business  Subcommittee  on 

Regulation,  Business  Opportunities 

and  Technology 
United  States  House  of  Representatives 
B-363  Rayburn  House  Office  Building 
Washington,  D.C.  20515-6318 

Dear  Mr.  Chairman: 

On  behalf  of  Caremark  we  would  like  to  thank  you  and  your  staff  for  the 
opportunity  to  discuss  the  issues  Involved  in  the  dispensing,  marketing  and 
research  of  human  growth  hormone  ("hGH")  in  an  open  and  cooperative 
matter.  We  particularly  appreciate  your  willingness  to  consider  all  aspects 
of  this  important  and  complex  Issue.  We  also  believe  your  suggestions  have 
been  very  helpful. 

Caremark's  mission  Is  and  always  has  been  to  work  with  physicians  In  order 
to  deliver  consistently  excellent  health  care  to  patients.  We  believe  the  way 
to  achieve  our  goal  is  through  extensive  training  programs,  rigorous  internal 
standards,  continually  Improved  approaches  to  treatment  and  a  strong 
commitment  to  caring  for  people. 

Caremark  provides  a  broad  spectrum  of  clinical  and  patient  support  services. 
Our  clinicians  and  support  staff  work  closely  with  physicians  and  families  to 
ensure  care  is  coordinated  and  delivered  properly.  We  maintain  a  service 
network  of  over  200  branches,  pharmacies  and  clinics  throughout  the 
United  States  and  overseas.  Beyond  our  broad  range  of  treatment  therapies 
and  services,  we  also  offer  social  and  psychological  support  and  dietary  and 
nutritional  counseling.  Among  the  many  services  we  provide  are 
compliance  monitoring  and  coordination  of  ongoing  communication  among 
care  team  members,  which  are  particularly  important  in  serving  the  needs  of 
patients  being  treated  with  hGH.  In  addition,  many  of  our  employees 
continue  to  support  their  patients  outside  of  office  hours  through  dedicated 
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advocacy  and  volunteer  assistance  with  the  full  support  and  encouragement 
of  the  senior  management  at  Caremarlc. 

We  believe  that  Caremarlc  has  lived  up  to  the  high  standards  which  patients, 
physicians  and  payers  deserve,  and  which  the  company  has  set  for  Itself. 
We  also  believe,  however,  that  achieving  and  maintaining  high  standards 
requires  us  to  address  questions  raised  by  you  and  others  about  Caremark' s 
programs,  including  questions  about  Caremark's  financial  relationships  with 
research  institutions  and  physicians. 

Accordingly,  Caremark  has  revised  and  restated  its  policies  dealing  with 
physician  business  relationships,  research  and  its  relationships  with 
charitable  organizations  as  part  of  its  continuing  commitment  to  adhere  to 
the  highest  ethical  standards  in  providing  patient  care  and  conducting  its 
business.  Caremark  also  welcomes  and  supports  your  suggestion,  Mr. 
Chairman,  that  the  Institute  of  Medicine,  Agency  for  Health  Care  Policy  and 
Research  or  other  appropriate  federal  agency  conduct  a  study  to  determine 
the  extent  and  impact  of  off-label  use  of  hGH.  Caremark  looks  forward  to 
working  with  you  and  others  to  construct  an  effective  study  on  this 
important  issue. 

Before  describing  the  details  of  the  actions  Caremark  has  taken  to  deal  with 
questions  that  have  been  raised  about  the  dispensing,  marketing  and 
research  of  hGH,  we  would  like  to  make  absolutely  clear  that  Caremark  has 
not  engaged  and  will  not  engage  in  certain  of  the  activities  that  have  been 
questioned.  For  example,  it  has  never  been  Caremark's  policy  to  sponsor 
and  we  are  not  aware  that  Caremark  has  engaged  In  so-called  screening  and 
measurement  activities,  and  we  will  not  engage  In  such  activities.  Similarly, 
Caremark  has  not  denied  and  will  not  deny  physicians  or  patients  access  to 
either  of  the  competing  brands  of  hGH.  In  fact,  Caremark  stocks  and 
distributes  both  brands.  Moreover,  Caremark's  security  arrangements  with 
respect  to  hGH  are  identical  to  those  used  for  controlled  substances,  and 
therefore  we  believe  are  among  the  most  rigorous  safeguards  in  the  country 
for  any  nnedication. 
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As  you  know,  Caremark  has  made  and  is  making  substantial  changes  that 
address  concerns  you  and  others  have  raised.  Last  month,  Caremark 
decided  to  terminate  all  financial  relationships  with  physicians,  including 
those  with  pediatric  endocrinologists  and  other  health  care  providers 
involved  in  hGH  therapy.  On  January  1,  1995.  new  requirements  with 
respect  to  physician  business  practices  take  effect.  Not  only  will  Caremark 
comply  with  the  law  as  it  applies  to  physicians  who  are  reimbursed  through 
Medicare  and  Medicaid,  Caremark  will  voluntarily  adopt  these  standards  in 
its  dealings  with  physicians  who  are  reimbursed  through  private  payers. 
Caremark  believes  the  scope  of  its  new  policies  is  unprecedented  and  sets  a 
high  standard  for  other  home  care  firms.  We  are  taking  these  additional 
steps  to  assure  that  even  the  most  remote  appearance  of  a  questionable 
business  relationship  between  Caremark  and  physicians  is  eliminated. 
Caremark  believes,  however,  that  physicians  must  continue  to  be  involved 
with  patients  in  home  care,  and  has  urged  all  payers  to  make  this  possible 
through  direct  reimbursement. 

Caremark  also  has  terminated  all  seven  of  its  hGH  university  and  hospital 
research  projects,  as  well  as  all  seven  of  its  unrestricted  endowments  to 
charitable  institutions  to  support  programs  related  to  hGH.  Beginning 
January  1,  1995  Caremark  will  provide  funding  to  a  new  foundation,  at 
least  a  majority  of  whose  board  members  will  be  butslde  directors,  to  make 
independent  decisions  concerning  financial  support  for  future  research 
programs  and  charitable  endowments.  All  research  projects  funded  by  the 
foundation  will  be  evaluated  and  selected  through  a  blinded  and  peer- 
reviewed  process  to  assure  that  there  can  be  no  question  that  scientific 
merit  is  the  sole  basis  for  such  awards. 

We  appreciate  your  concerns  regarding  the  existence  of  financial 
relationships  between  Caremark  and  research  institutions  and  physicians. 
As  you  know  certain  of  these  relationships  are  the  subject  of  criminal 
proceedings  in  Minneapolis;  Caremark  looks  forward  to  its  day  in  court  and 
expects  to  be  vindicated.  Unfortunately,  the  pending  case  makes  it 
Impossible  for  us  to  comment  specifically  on  these  allegations.  We  would 
like  to  emphasize,  however,  that  the  physicians  who  write  the  largest 
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volume  of  hGH  prescriptions  more  often  than  not,  have  not  received 
research  grants  or  endowments  from  Caremark.  In  fact,  some  physicians 
with  no  business  relationships  with  Caremark  have  treated  the  largest 
numbers  of  patients  with  hGH;  and  physicians  who  have  had  business 
relationships  with  Caremark  often  write  a  relatively  small  number  of  hGH 
prescriptions.  We  think  these  facts  strongly  support  our  view  that  decisions 
by  physicians  to  prescribe  hGH  are  based  upon  clinical  diagnoses  and  do  not 
-  and  certainly  should  not  -  turn  upon  the  presence  of  a  business  or  research 
relationship  with  Caremark. 

In  conclusion,  we  appreciate  the  opportunity  to  describe  our  business  to  you 
and  to  discuss  how  improvements  in  the  dispensing,  marketing  and  research 
of  hGH  can  be  achieved.  The  Caremark  corporate  mission  statement  reads 
"We  will  enhance  patient  outcomes  and  manage  health  care  costs  by 
delivering  quality  customer  service,  clinical  and  operational  excellence,  and 
innovative  solutions."  We  hope  thet  our  discussions  with  you  and  your 
staff  and  the  initiatives  we  have  undertaken  demonstrate  that  we  are 
committed  to  carrying  out  this  mission  In  accordance  with  the  highest 
ethical  standards. 

We  look  forward  to  continuing  to  work  with  you. 


x:7  W^ /Cy^ — --^ 


Thomas  R.  Schuman 


cc:      The  Honorable  Larry  Combest 
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October  6,  1994 

Mr.  Thonas  H.  Schiunan 

Vice  President,  Secretary  and  General  Counsel 

Caremark,  Inc. 

2215  Sanders  Road,  Suite  400 

Northbroolc,  Illinois   60062 

Dear  Mr.  Schunan: 

Thank  you  for  your  letter  of  October  6,  explaining  Caremark 's 
position  with  regard  to  the  distribution  of  human  growth  hormone 
drugs,  and  the  company's  proposals  for  change  in  the  fashion  in 
which  it  promotes  its  services,  and  in  its  support  of  various 
research  activities. 

A  variety  of  legal,  ethical  and  scientific  questions,  in  my 
view,  must  be  resolved  to  maintain  public  confidence  in  the 
pharmaceutical  Industry  and  the  appropriate  prescription  of 
medication.  Your  proposals  are  an  effective  step  forward  in 
protecting  American  youngsters,  their  families  and  the  medical 
community  with  regard  to  the  concerns  which  have  been  expressed 
eJsout  therapies  whose  value  is  still  the  subject  of  vigorous 
scientific  debate  and  investigation. 

Indeed,  I  hope  that  some  of  these  suggestions  become 
guidelines  for  developing  better  standards  of  conduct  in  the 
marketing  of  prescription  drugs  more  generally.  This  issue,  as  you 
Icnow,  will  be  the  focus  of  a  congressional  hearing  by  this 
subcommittee  on  October  12. 

I  am  concerned  that  some  activities  in  connection  with  human 
growth  hormone  drugs,  and  more  generally  in  the  marketing  and 
promotion  of  a  variety  of  narrowly  focused,  and  sometimes  quite 
expensive,  new  drugs,  may  be  expanding  sales  and  use  of  these 
products  for  treatment  purposes  not  specified  under  the  Food  and 
Drug  Administration's  approved  regime.  Such  "off -label"  use  in 
cases  where  clinical  evidence  of  efficacy  is  unclear,  represents  an 
extremely  troubling  issue  for  Congress. 

Several  federal  agencies  have  begun  investigations  involving 
a  variety  of  pharmaceutical  marketing  issues.  While  new  regulation 
and/ or  enforcement  may  result  from  this  effort,  I  believe  a 
voluntary  response  from  the  industry  is  equally  Important. 
Your  proposals  represent  a  substantive  approach  in  this  regard. 
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Specifically,  I  an  in  agreeaent  with  your  conDitnent  to 
eliminate  the  appearance  of  improper  financial  inducements  to 
clinicians  and  research  institutions  to  promote  the  use  of  human 
growth  hormone.  In  this  regard,  your  esteU»lishment  of  a  private 
foundation  with  independent  peer  review  oversight  to  make  decisions 
on  research  grants  is  a  good  step  forward. 

I  also  believe  your  support  for  federal  agency  review  of  the 
extent  and  effectiveness  of  off-label  use  of  growth  hormone  drugs 
is  squarely  on  the  right  track.  As  I  have  stated,  previously,  I 
believe  that  unbiased,  reliable  information  on  new  therapies  could 
be  particularly  useful  to  clinicians  making  decisions  involving 
either  a  label-  or  non-labelled  use. 

The  subcommittee  appreciates  your  company's  cooperation  and 
responsiveness  to  our  informational  requests.  He  look  forward  to 
a  continuing  dialogue  on  these  important  issues.  Should  you  have 
any  questions  regarding  this  letter,  please  don't  hesitate  to 
contact  me,  or  Steve  Jenning  of  the  subcommittee  staff  at  (202) 
225-7797. 

Sincerely, 


RON  HYDEN 
Chairman 
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Charlone-Mecklenburg  Schools 

Post  Office  Box  30035 
Charlotte.  North  Carolina  28230 


V A  .;  (704)  379-7000 


David  Halns  John  A.  Murphy 

Dtreclor  Superintendent  of  Schools 

Public  Information  Department 
(704)  379-7350 

September  20,  1994 

Mr.  Ron  Wyden,  Chaiiman 

United  States  House  of  Representative 

Committee  on  Small  Business 

B-363  Raybum  House  Office  Building 

Washington.  D.C.  205 1 5-63 1 8 

Dear  Mr.  Wyden: 

I  am  writing  in  response  to  your  letter  of  August  15  regarding  questions  about 
the  Human  Growth  Foundation  (HGF)  and  a  study  that  was  conducted  among 
students  of  Charlotte-Mecklenburg  Schools  from  1989  until  1991. 

In  response  to  your  request  in  paragraph  #2:  In  the  spring  of  1994,  in  my 
position  as  Director  of  Public  Information  for  Charlotte-Mecklenburg  Schools 
(CMS),  I  was  contacted  by  various  members  of  the  news  media  about  the  Human 
Growth  Foundation  and  its  association  with  CMS.  Through  interviews  with 
various  members  of  CMS,  I  learned  that  in  1989,  CMS  was  approached  by  Susan 
Paricer,  a  Charlotte  nurse  endocrinologist,  about  the  possibility  of  conducting  a 
study  of  the  growth  rates  of  our  elementary  school  children.  Ms.  Parker's 
proposal  had  been  reviewed  and  approved  by  The  Mecklenburg  County  Medical 
Society,  The  University  of  North  Carolina  at  Charlotte  School  of  Nursing  and  the 
Himian  Growth  Foundation. 

Ms.  Parker's  proposal  would  provide  for  precise  measurement  of  student  height 
during  the  annual  screening  for  Kindergarten  through  sixth  graders.  Screening  of 
students  for  height,  weight  and  sight  is  a  practice  that  has  been  going  on  in  CMS 
for  many  years.  Students  who  demonstrate  abnormalities  in  the  screening  are 
contacted  by  The  Mecklenburg  County  Health  Department  via  a  letter  that 
describes  the  abnormality  and  recommends  that  a  physician  be  contacted. 
Basically,  Ms.  Parker  wanted  to  conduct  the  height  screening  using  a  precise 
measuring  device  called  a  stadiaometer.  The  results  were  entered  into  a  computer 
and  onto  a  chart  that  allowed  easy  recognition  of  a  poor  rate  of  growth. 
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Ms.  Parker  proposed  a  longitudinal  study,  i.e.  recording  the  height  of 
Kindergarten  students  in  the  first  year,  K-1  in  the  second,  K- 1-2  in  the  third  and 
so  on  over  a  five  year  period.  At  die  start  of  the  third  year  of  the  study  the  scope 
was  narrowed  to  include  only  those  students  who  had  already  been  studied. 
Additional  students  were  not  added.  Midway  through  the  third  year  of  the  study, 
data  gathering  on  the  part  of  Ms.  Parker  ended  without  notice  to  CMS. 
According  to  Ms.  Paricer  and  her  husband  Dr.  Marie  Parker,  a  pediatric 
endocrinologist,  no  findings  have  ever  been  published.  No  report  of  any  kind  has 
ever  been  submitted  to  CMS. 

As  I  sought  to  investigate  this  matter  on  behalf  of  CMS,  it  became  apparent  to  me 
that  CMS  knew  that  both  the  Human  Growth  Foundation  (HGF)  and  Genentech 
were  involved  in  the  study.  The  protocol  was  approved  by  HGF.  Genentech  paid 
for  5,000  copies  of  a  video  tape  produced  by  CMS.  The  video  described  the 
purpose  and  method  of  the  study.  Money  for  the  duplication  was  paid  directly  to 
a  local  vendor. 

I  do  not  know  why  CMS  approved  this  research.  All  of  the  people  involved  in  the 
approval  have  long  since  left  our  employ.  I  do  recognize  and  understand  the 
inappropriateness  of  allowing  research  to  be  underwritten  by  an  organization 
(Genentech)  that  stands  to  benefit  from  it.  My  advice  to  other  school  systems  is  to 
put  in  place  official  policies  and  procedures  that  would  prevent  this  sort  of  thing 
from  happening  to  them.  CMS  recently  adopted  a  policy  that  would  have 
prevented  this  type  of  research  from  taking  place. 

In  answer  to  your  questions  in  paragraph  #4, 1  believe  the  number  of  students 
involved  in  the  study  is  12,000,  not  1 ,400.  CMS  seems  to  have  known  that 
Genentech  was  financially  involved  in  1989,  when  the  video  tapes  were 
duplicated.  Genentech's  role  was  not  deliberately  concealed  from  school  officials. 

In  answer  to  your  questions  in  paragraph  #5,  CMS  continues  to  screen  K-6 
students  for  height,  weight  and  sight.  The  students  are  identified  by  name  and 
student  identification  number.  A  students  does  not  need  parental  consent  in  order 
to  take  part  in  the  screening.  The  information  obtained  in  the  screening  is 
considered  a  part  of  a  student's  permanent  record.  By  school  board  policy. 
Federal  and  State  Law,  this  information  is  not  public. 
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I  hope  this  information  answers  you  questions.  If  you  need  additional  information 
please  feel  free  to  contact  me  at  any  time. 


Sincerely,  . 


*i^ 


David  Hains 

Director  of  Public  Infomiation 

DH/da 
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October  11,  1994 


The  Honorable  Ron  Wyden 

Chairman,  Subcommittee  on  Regulation, 

Business  Opportunities,  and  Technology 
Committee  on  Small  Business 
B-363  Rayburn  House  Office  Building 
Washington,  DC.  20515 

Dear  Mr.  Chairman: 

This  letter  is  in  response  to  your  invitation  to  testify  before  your  Subcommittee 
on  October  12th.  We  must  respectfully  decline. 

As  you  know,  the  Food  and  Drug  Administration  (FDA)  has,  in  part  in  response 
to  your  correspondence  relating  to  human  gro\Arth  hormone,  undertaken  a  review  of 
certain  marketing  activities  by  Genentech.  We  are  cooperating  with  the  FDA  in  this 
matter.  We  are  fully  confident  that  Genentech  will  be  able  to  effectively  address  any 
concerns  that  the  FDA  may  have.  Senior  executives  of  Genentech  met  with  the  FDA 
and  offered  our  full  cooperation.  Moreover,  Genentech  has  identified  certain 
improvements  that  we  will  make  in  cooperation  with  the  FDA.  The  pendency  of  these 
inquiries,  however,  preclude  our  testifying  before  the  Subcommittee. 

We  have  cooperated  with  the  Subcommittee  and  its  staff  and  it  is  our  hope  to 
continue  such  cooperation.  To  summarize  our  cooperation  to  date:  First,  in  response 
to  the  five  letters  you  sent  that  pose  more  than  50  separate  questions,  we  have 
submitted  to  your  staff  the  following:  several  boxes  of  materials  involving  the 
educational  efforts  of  the  company  in  connection  with  the  product;  and  specific 
responses  to  questions  relating  to  research  activities,  steps  taken  to  deter  abuse  of  the 
product,  a  statement  on  the  safety  of  the  product,  a  description  of  our  involvement  in 
health  screenings  and  research  grants,  and  a  proposal  for  how  we  plan  to  deal  with  this 
issue  in  the  future.  Second,  we  have  had  four  meetings  with  your  staff  to  respond  to 
your  questions,  as  well  as  a  meeting  with  you.  The  most  recent  meeting  occurred  on 
Friday  of  last  week  with  your  staff  and  lasted  for  over  an  hour  as  Dr.  Christensen, 
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Senior  Director,  Medical  Affairs  of  our  Clinical  Department,  discussed  the  medical  and 
scientific  issues  with  respect  to  hGH. 

It  is  also  important  to  reiterate  a  point  made  in  an  earlier  letter,  Genentech 
established  its  Foundation  on  Growth  and  Development  in  Decemtser,  1993.  This 
voluntary  action  was  not  taken  in  response  to  claims,  questions  or  concerns  raised  by  a 
third  party.  Rather,  Genentech  took  this  step  because  we  believed  that  it  is  an 
appropriate  way  to  support  research.  We  also  concluded  that  having  a  blinded 
application/grant  process  would  serve  legitimate  business  interests,  and  further  the 
interests  of  patients  and  the  medical  community  by  improving  the  quality  of  research 
results  through  competition. 

In  addition,  as  our  letter  of  Thursday,  October  5,  1994  informed  you,  Genentech 
has  suspended  its  involvement  in  height  screenings  pending  a  review  of  the  public 
health  benefits  of  such  actions  by  an  independent  entity.  We  also  proposed  to  you  that 
we  would  take  steps  to  secure  an  independent  study  of  the  relationship  between 
private  sector  entities  and  the  voluntary  health  community  by  the  Institute  of  Medicine 
(lOM)  (a  part  of  the  National  Academy  of  Sciences).  As  with  all  lOM  studies,  this  study 
would  be  funded  50%  from  the  private  sector  and  50%  from  the  public  sector.  We  fully 
expect  that  the  lOM  will  conclude  that  height  screening  -  a  process  required  in  7  states 
-  serves  a  valid  public  health  purpose.  However,  pending  the  outcome  of  that  study 
we  hope  that  you  will  maintain  an  open  mind  on  this  issue.  As  we  have  previously 
noted,  scientific  studies  have  shown  that  height  screening  can  identify  thyroid  diseases, 
brain  tumors,  kidney  problems,  and  other  medical  problems. 

We  will  be  making  a  written  submission  to  the  Subcommittee  for  inclusion  in  the 
hearing  record. 

Thank  you  in  advance  for  including  it  in  the  hearing  record. 


David  Beier 
Vice  President,  Government  Affairs 


DB/saw 
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Eli  Lilly  and  Company 


Government  Relations  Division 

1101  Pennsylvania  Avenue.  N  W 

Suite  540 

Washington.  DC  20004 

(202)  393-7950 
Facsimile  (202)  393-7960 


October  6,  1994 


The  Honorable  Ron  Wyden,  Chairman 
Subcommittee  On  Regulation,  Business 

Opportunities,  and  Technology 
U.S.  House  of  Representatives  Committee 

on  Small  Business 
B-363  Rayburn  House  Office  Building 
Washington,  D.C.   20515-6318 

Re:   Humatrope®  [somatropin  (rDNA  origin) 
for  injection] 

Dear  Representative  Wyden: 

This  letter  responds  to  your  September  19,  1994, 
letter  addressed  to  Mr.  Randall  L.  Tobias,  Chairman  and  Chief 
Executive  Officer  of  Eli  Lilly  and  Company  ("Lilly")  regarding 
a  hearing  of  the  Subcommittee  on  Regulation,  Business 
Opportunities,  and  Technology  scheduled  for  October  12,  1994, 
in  connection  with  the  Subcommittee's  investigation  of  human 
growth  hormone . 

As  you  know,  Lilly  previously  submitted  a  response 
to  your  letter  dated  August  19,  1994  regarding  Humatrope®.   In 
addition,  the  present  letter  addresses,  to  the  extent  we  are 
currently  able,  the  points  and  questions  set  forth  in  your 
September  19  letter.   Through  these  written  responses,  Lilly 
is  making  every  effort  to  cooperate  with  your  investigation. 

We  appreciate  your  courteous  offer  of  an  opportunity 
to  present  oral  testimony  at  the  October  12  hearing,  but  we 
respectfully  decline  that  invitation.   As  indicated  by  the 
points  and  questions  you  raised  in  your  letter,  which  include 
questions  to  us  about  the  practices  of  companies  other  than 
Lilly  and  products  other  than  Humatrope®,  it  appears  that  the 
hearing  could  be  broad  in  scope.   In  light  of  this,  and  of  our 
efforts  to  prepare  written  responses  to  your  two  letters  in 
the  past  several  weeks,  we  have  determined  that  we  do  not  have 
sufficient  time  or  adequate  information  to  also  prepare 
informative  oral  testimony.   In  addition,  as  an  attorney  in 
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our  legal  department  has  indicated  to  Steve  Jenning  of  your 
staff,  the  individual  who  would  be  the  appropriate  witness  for 
Lilly  at  the  hearing  is  currently  serving  as  a  witness  in  eui 
ongoing  trial,  and  will  be  generally  unavailable  during  the 
next  several  weeks. 

In  the  remainder  of  this  letter,  we  respond,  to  the 
extent  we  are  currently  able,  to  the  points  and  questions  you 
raised  in  your  September  19  letter  as  they  relate  to 
Humatrope® . 

Ways  In  Which  Humatrope*  Is  Marketed  And  Promoted 

Your  letter  requests  a  description  of  the  ways  in 
which  Lilly  products  are  marketed  and  promoted,  including 
seminars  and  workshops  for  practitioners  and  druggists, 
corporate  partnerships  with  drug  benefit  and  managed  care 
firms,  research  programs  with  physicians  and  other 
individuals,  and  relationships  with  charities  and  voluntary 
organizations . 

Seminars  euid  workshops.      Lilly  does  not  sponsor  or 
support  seminars  or  workshops  for  druggists  that  relate  to 
Humatrope®.   Lilly  does  provide  financial  assistance  for  local 
education  programs  and  symposia  for  pediatric  endocrin- 
ologists.  Typically,  these  programs  are  sponsored  by 
hospitals,  university  departments  of  pediatrics,  or 
endocrinology  associations. 

The  extent  of  Lilly's  involvement  in  these  programs 
varies.   In  some  cases,  the  sponsor  arranges  and  administers 
all  facets  of  the  program  and  Lilly  merely  provides  financial 
assistance.   In  other  instances,  the  sponsor  may  request 
Lilly's  assistance  in  recommending  or  making  arrangements  with 
speakers,  and/or  providing  logistical  support.   Where  Lilly 
recommends  a  speaker  in  response  to  a  sponsor's  recjuest,  the 
final  decision  on  speaker  selection  is  made  by  the  sponsor. 

In  virtually  all  cases,  the  program  agenda  is 
determined  by  the  sponsor.   However,  infrecjuently  a  sponsor 
will  request  Lilly's  recommendation  for  a  general  program 
topic.   Lilly  directs  its  employees  not  to  attempt  to 
influence  the  content  of  a  presentation.   Sales 
representatives  are  told  at  their  training  sessions  never  to 
"brief"  a  speaker  on  Lilly  products,  target  points  for  the 
speaker  to  cover  or  emphasize,  or  influence  the  speaker  in  any 
other  way.   Lilly  policy  does  not  permit  promotional 
activities  to  be  conducted  as  part  of  these  presentations. 

On  rare  occasion,  Lilly  sponsors  its  own  local 
programs  for  endocrinologists.   Like  the  programs  discussed 
above,  the  Lilly- sponsored  programs  are  intended  to  educate 
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pediatric  endocrinologists  on  topics  of  current  interest . 
Lilly  employees  are  instructed  that  these  programs  must  be 
presented  in  an  unbiased,  non-promotional  manner.   In 
addition,  Lilly  policy  prohibits  the  discussion  of  unapproved 
uses  of  Lilly  products  (including  Humatrope®)  at  these  Lilly- 
sponsored  programs . 

Lilly  also  sponsors  investigator  meetings,  which  are 
described  in  our  September  23  letter.   In  addition,  Lilly 
periodically  sponsors  training  programs  for  pediatric 
endocrine  fellows  and  pediatric  endocrine  nurses.   An 
independent  planning  group  of  pediatric  endocrine  fellows  or 
nurses  (as  the  case  may  be)  ,  none  of  whom  are  Lilly  employees, 
is  responsible  for  determining  the  agendas  and  speakers  at 
these  programs.   Lilly  coordinates  the  administration  of  the 
programs.   The  pediatric  fellows  program  is  intended  to  bring 
fellows  up  to  date  on  current  research  and  controversies  in 
pediatric  endocrinology.   It  also  includes  practical 
discussions  on  how  to  succeed  in  academia,  write  papers,  and 
the  like.   The  program  for  pediatric  endocrine  nurses  is 
designed  to  educate  nurses  about  current  research,  clinical 
practice  applications,  and  psychological  and  counseling  issues 
relating  to  the  treatment  of  patients  with  pediatric  and 
endocrine  disorders. 

Certain  of  these  programs  have  included  discussions 
of  hGH  research,  where  requested  by  the  respective  planning 
committees.   Lilly  scientists  discussing  hGH  research  relating 
to  unapproved  indications  are  careful  to  inform  attendees  that 
Humatrope®  is  not  approved  for  the  indication,  and  to  caution 
that  the  research  is  not  conclusive  and  is  not  a  basis  for 
treatment  decisions. 

Corporate  Partnerships  with  drug  benefit  or  managed 
care  firms.      Lilly  recently  negotiated  the  acquisition  of  PCS, 
a  pharmacy  benefit  management  ("PBM")  firm.   The  acquisition 
is  currently  \inder  review  by  the  Federal  Trade  Commission. 
Lilly  has  agreements  with  certain  PBMs  and  health  maintenance 
organizations  ("HMOs")  that  cover  the  pricing  of  Lilly 
products;  Humatrope®  is  included  in  certain  of  these 
agreements. 

Research  programs.      You  also  asked  for  a  description 
of  "research  programs  with  practitioners  or  others  .  .  .  ." 
We  refer  you  to  our  September  23  letter,  which  described  our 
programs  supporting  hCH-related  research  conducted  by 
physicians.   Lilly  does  not  provide  assistance  for  hGH- related 
research  conducted  by  individuals  who  are  not  physicians, 
other  than  infrequently  providing  small  quantities  of  hGH 
cost -free  as  a  service  to  non-physician  researchers  conducting 
preclinical  research. 
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Your  letter  requests  comment  on  drug  company 
programs  that  have  recently  come  under  criticism  from 
government  agencies.   The  only  government  investigation 
relating  to  hGH  of  which  we  are  aware  resulted  in  the  recent 
indictment  in  U.S.  v.  David  R.  Brown,  et  al . .  regarding 
Genentech's  hGH  product,  Protropin®.   According  to  the 
indictment,  that  case  involves  payments  made  by  the 
manufacturer  and  its  distributor  to  a  physician  for  research 
that  allegedly  was  of  questionable  scientific  value  or  was 
never  completed,  and  for  consulting  services  that  allegedly 
were  not  performed. 

Lilly  has  policies  and  procedures  that  are  designed 
to  avoid  problems  similar  to  those  at  issue  in  the  above  case. 
As  explained  in  our  previous  letter,  all  applications  for 
assistance  for  independent  IND  studies,  basic  science  grants, 
and  fellowship  grants  regarding  Humatrope®  undergo  medical 
review  by  Lilly  before  they  are  approved.   Recipients  of 
assistance  for  independent  IND  studies  are  required  to  provide 
follow-up  information,  manuscripts,  and  final  reports  to 
Lilly.   In  addition,  our  medical  personnel  satisfy  themselves 
that  recipients  of  all  grants  are  associated  with  reputable 
institutions. 

Moreover,  Lilly  has  recently  instituted  a  procedure 
under  which  it  requests  recipients  of  basic  science  grants  and 
fellowship  grants  to  report  on  the  status  of  the  research 
being  conducted.   The  responses  to  these  requests  provide  the 
basis  for  the  "current  status"  information  presented  in 
Exhibits  C  and  D  of  our  September  23  letter. 

With  regard  to  your  question  about  our  knowledge  of 
illegal  inducements  and  promotion  of  unapproved  uses  that  may 
be  occurring  within  the  marketplace,  it  is  Lilly's  policy  to 
comply  with  all  laws  prohibiting  such  activities.   We  are  not 
in  a  position  to  comment  on  other  companies'  activities  in 
this  regard,  since  we  do  not  know  all  of  the  pertinent  facts. 

Screening  And  Measuring  Programs 

You  request  a  description  of  Lilly  activities 
involving  support  for  research  by  practitioners,  academics,  or 
other  health  care  professionals  to  screen  and  measure  children 
for  possible  growth  disorders.   As  explained  in  our 
September  23  letter,  Lilly  does  not  provide  any  such  support, 
and,  indeed,  has  declined  specific  requests  for  funding  to 
support  growth  screening  programs.   With  specific  regard  to 
screenings  for  growth  disorders  conducted  in  public  schools, 
Lilly  does  not  provide  financial  support  for  such  programs. 

As  explained  in  our  previous  letter,  Lilly  does 
provide  unrestricted  funding  to  certain  charitable 
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organizations  which,  among  their  many  programs,  sponsor  health 
assessments  that  may  include  growth  screening.   Lilly  is  only 
one  of  many  contributors  to  each  such  organization,  and  Lilly 
funding  does  not  constitute  a  substantial  proportion  of  any 
organization's  total  operating  funds.   Lilly  does  not 
designate  contributions  for  growth  screening  programs,  and  has 
denied  specific  requests  from  such  organizations  for  funding 
of  these  programs. 

Lilly  occasionally  has  provided  such  organizations, 
on  an  unrestricted  basis,  with  complimentary  support  materials 
--  for  example,  growth  charts,  which  are  routinely  used  by 
endocrinologists  and  pediatricians.   We  are  aware  that  some  of 
these  materials  are  used  at  growth  screening  programs. 

Although  our  relationships  with  charitable 
organizations  that  conduct  growth  screenings  are  limited,  we 
believe  that  they  perform  a  valuable  public  service.   The 
health  assessments  they  sponsor  assist  in  detecting  in 
children  diseases  and  conditions,  some  of  which  are  very 
serious,  that  would  otherwise  go  undetected.   We  understand 
that  the  individuals  performing  these  assessments  do  not  make 
diagnoses,  but  refer  children  to  physicians  for  further 
testing  and  diagnosis.   The  physicians  decide  whether  hGH 
therapy  is  indicated,  and,  if  so,  which  product  to  prescribe. 
We  presume  (though  we  have  never  sought  data  on  this  question) 
that,  to  the  extent  physicians  determine  to  prescribe  hGH  for 
such  children,  they  sometimes  prescribe  Humatrope®. 

As  far  as  we  are  aware,  these  charitable 
organizations  do  not  promote  unapproved  uses  of  hGH  at  health 
assessments.   Lilly  itself  does  not  participate  in  these 
health  assessments  and  does  not  use  them  as  a  forum  to  promote 
approved  or  unapproved  uses  of  Humatrope®. 

We  are  not  in  a  position  to  comment  on  relationships 
between  any  other  company  and  charitable  organizations  that 
conduct  growth  screenings,  since  we  do  not  know  all  of  the 
pertinent  facts  about  those  relationships. 

Unapproved  Use  of  Humatrope® 

You  ask  whether  all  children  being  treated  with 
Humatrope®  for  growth  disorder  conditions  have  been  diagnosed 
as  having  hGH  deficiency.   As  you  know,  Humatrope®  is  approved 
only  for  the  treatment  of  hGH  deficiency.   As  described  in  our 
previous  letter,  Lilly  does  not  knowingly  ship  Humatrope®  to 
physicians  who  request  shipment  of  Humatrope®  for  unapproved 
uses.   Moreover,  Lilly's  policy  is  not  to  promote  any  off- 
label  uses  of  Humatrope®,  and  sales  personnel  are  so 
instructed.   Lilly  cannot  control  the  prescribing  decisions  of 
physicians,  since  such  decisions  are  within  a  physician's 
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treatment  prerogative.   Lilly  does  not  track  or  monitor 
physicians'  diagnoses. 

Relationship  with  Quantum  Health  Resources 

In  your  letter  you  ask  a  number  of  questions  about 
Lilly's  relationship  with  Quantum  Health  Resources.   As 
explained  in  our  previous  letter,  Lilly  distributes  Humatrope® 
through  more  than  150  home  health  care  companies  ("HHCs"),  and 
Quantum  is  one  of  those  companies.   Lilly  distributes 
Humatrope®  primarily  through  HHCs  because  they  are  equipped  to 
provide  the  support  services  necessary  for  hGH  therapy,  and 
are  also  able  to  provide  security  controls  on  the  distribution 
of  Humatrope®. 

As  we  also  explained  previously,  Lilly's 
relationships  with  Quantum  and  other  HHCs  are  in  the  form  of 
distribution  agreements.   The  HHCs  are  independent  contractors 
and  are  not  agents  of  Lilly.   They  are  not  authorized  to 
promote  or  act  as  marketing  representatives  for  Humatrope®. 
The  distribution  contracts  with  Quantum  and  other  HHCs  address 
solely  commercial  issues.   They  do  not  cover  any  research 
questions,  and  do  not  provide  for  Lilly  oversight  over  any 
research  arrangements  between  the  HHCs  and  practitioners  or 
institutions. 

Kickbacks  and  Payments  To  Pharmacists 

You  asked  Lilly  to  comment  on  the  indictment  in  U.S. 
v.  David  R.  Brown,  et  al .   Lilly's  policy  is  to  comply  with 
all  laws  and  regulations  applicable  to  the  marketing  and 
promotion  of  pharmaceuticals,  including  the  Medicare/Medicaid 
antikickback  law.   Accordingly,  our  Guidelines  of  Company 
Policy  state  that  "each  sales  representative  is  charged  with 
knowing  and  following  all  laws  and  regulations  that 
limit  .  .  .  the  giving  of  gratuities  to  physicians, 
veterinarians,  and  other  health  care  providers."   In  addition, 
the  Lilly  Sales  Manual,  with  which  all  sales  representatives 
are  required  to  be  familiar,  requires  that  any  gifts  to 
physicians  must  be  of  nominal  value;  may  not  be  based  on 
prescribing  practices;  may  not  consist  of  cash  payments;  and 
must  either  primarily  entail  a  benefit  to  patients,  serve  a 
genuine  educational  function,  or  be  related  to  the  physician's 
work.  The  pertinent  excerpts  from  these  documents  are 
attached. 

You  asked  whether  we  believe  current  federal  laws 
and  penalties  are  sufficient  to  discourage  companies  from 
violating  the  antikickback  law.   We  believe  that  the  law's 
severe  criminal  penalties  are  adequate  to  discourage  practices 
that  health  care  providers  and  suppliers  know  to  be  illegal. 
The  amtikickback  law  has  been  criticized  because  its 
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prohibitions  are  so  broad  that  it  potentially  prohibits  many 
arrangements  that  are  beneficial  to  public  health  and  to  the 
publicly  funded  medical  assistance  programs.  The  "safe  harbor" 
regulations  issued  by  the  HHS  Office  of  the  Inspector  General 
("OIG")  are  narrow  and  do  not  protect  many  arrangements  that 
could  benefit  the  federal  programs.   In  the  large  "gray  area" 
outside  the  "safe  harbors, "  there  is  a  paucity  of  guidance  on 
acceptable  business  practices.   In  our  view,  advisory  opinions 
or  other  systematic  guidance  (beyond  the  OIG's  "safe  harbors" 
and  "fraud  alert")  would  be  extremely  valuable  in  discouraging 
questionable  practices  and  encouraging  beneficial  ones. 

You  also  referred  to  a  situation  in  which  a  company 
paid  pharmacists  in  connection  with  "switching"  patients  to  a 
particular  drug.   You  asked  us  to  comment  on  this  practice, 
the  degree  to  which  other  companies  are  using  it,  and  whether 
current  regulations  are  sufficient  to  address  it.   We  do  not 
have  sufficient  information  about  the  specific  situation  you 
referred  to  or  the  activities  of  other  companies  to  respond  to 
your  questions. 

Distribution  of  Humatrope® 

In  a  recent  telephone  conversation,  Steve  Jenning  of 
your  staff  indicated  to  an  attorney  in  our  legal  department 
that  the  Subcommittee  is  concerned  that  the  distribution  of 
Humatrope®  through  a  large  number  of  HHCs  may  render  it 
difficult  for  Lilly  to  ensure  that  this  product  is  not 
diverted  to  illegal  use.  Mr.  Jenning  noted  in  comparison  that 
competing  hGH  products,  Protropin®  and  Nutropin®,  are 
primarily  distributed  through  a  single  HHC. 

We  believe  that  the  critical  factor  in  preventing 
illegal  use  is  not  the  number  of  HHCs  distributing  Humatrope®, 
but  rather  the  controls  established  by  Lilly  and  the  HHCs  to 
prevent  product  diversion.   We  have  chosen  to  distribute 
Humatrope®  through  a  network  of  multiple  HHCs  in  order  to 
enable  patients,  physicians,  and  payers  to  choose  the  HHC  that 
best  meets  their  needs.   At  the  same  time,  Lilly  has 
established  strict  controls  on  its  distribution  to  HHCs  in 
order  to  prevent  diversion.   Lilly  ensures  that  all  new  HHC 
distributors  of  Humatrope®  have  secure  storage  facilities,  and 
do  not  have  any  retail  outlets.   All  orders  placed  by  an  HHC 
for  Humatrope®  must  include  the  name  of  the  prescribing 
physician,  the  number  of  the  physician's  Humatrope®  patients, 
and  the  number  of  vials.   HHCs  are  requested  to  provide 
Humatrope®  to  the  patient  within  two  business  days  after 
receiving  the  product  from  Lilly.   HHCs  must  also  keep 
accurate  records  on  their  Humatrope®  patients  that  account  for 
every  vial . 
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We  believe  that  our  distribution  procedures  are 
appropriate,  and  at  least  as  effective  in  preventing  the 
illicit  use  of  hGH  as  those  of  our  competitor,  regardless  of 
the  number  of  HHC  distributors. 


We  trust  that  the  above  information  adequately 
responds  to  your  inquiries  and  concerns  about  Lilly's 
activities  relating  to  Humatrope®.   We  share  your  concern 
about  kickbacks  and  promotion  of  unapproved  uses  of  hGH,  and 
we  wish  to  cooperate  with  your  inquiry  to  the  extent  possible. 
We  hope  Lilly's  submission  of  September  23  and  the  above 
information  will  be  useful  to  you  in  connection  with  the 
October  12  hearing. 

We  have  enclosed  a  revised  version  of  the  table 
entitled  "Basic  Science  Grants  --  September  1993  through 
August  1994,"  which  appeared  as  Exhibit  C  of  our  September  23, 
1994  letter.   The  table  has  been  revised  to  correct  an 
inadvertent  error  in  the  information  relating  to  research 
conducted  by  Alvin  Perelman,  M.D. 

Please  note  that  Lilly  considers  its  relationships 
with  researchers,  drug  benefit  companies,  HMOs,  and  HHCs,  as 
well  as  its  Humatrope®  distribution  policies  and  practices,  to 
be  confidential  business  information.   Lilly  requests  that  the 
information  contained  herein  be  handled  confidentially  and  not 
be  disclosed  to  any  member  of  the  public. 


Please  call  Mr.  Ed  Mihalski  at 
have  any  questions. 

Sincerely, 


(202)  393-7954  if  you 
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